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PHARMACEUTICA INC,

June 11, 2003

Mr. Marshall Swindell

Product Manager — Team 33
Regulatory Management Branch |
U.S. Environmental Protection Agency
Office of Pesticide Programs et
Antimicrobial Division (7510W) U
1921 Jefferson Davis Highway

Ariington, VA 22202-4501

SUBJECT: ECONEA™ Technical (EPA File Symbol 43813-ET)
Schedule for toxicology bridging studies

Dear Mr. Swindel!:

This letter is a follow-up to my letter of March 7, 2003 to Mr. Dennis Edwards in
which Janssen Pharmaceutica commitied to perform additional toxicology studies
with the active ingredient ECONEA Technical. We have arranged the additional

testing according to the following schedule:

= Developmental —rat
o Range-finding (4 week) study to start in July 03.
o Definitive study to start in early September 03
o Draft report in February 04
o Final report in April 04

» g0-Day oral toxicity with neuropathology and 4 week recovery
o Range-finding (4 week) study to start in July 03
o Definitive study to start in September 03
o Draft report in May/June 04
o Final report in July 04
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*  Mulagenicity studies (in vivo micronucleous test & mégnrnglaan oqﬂ

CHO/HGPRT mutagenicity assay) *ee?
o Draft reports by February 04 sesee,
o Final reports in April 04 .
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PHARMACEUTICA INC.

Following completion of this set of toxicology studies, an additional 2 months is
planned to further develop the bridging rationale. Anticipating that the Agency will
want the complete data submission at one time, and not individually as studies
become available, the timing for this submission is projected fo be in
September/October 2004, Please advise otherwise.

I would also appreciate if you would reciprocate with an update on the progress of

the ECONEA package placed into review, notably product chemistry,
environmental fate, and ecological effects. -

Sincerely,

- Bippodiine

Wiliam ‘R. Goodwine
Senior Director

Plant & Material Protection
(609) 730-2607

c: \/‘)ennis Edwards EPA-AD

L]
a0e
aned
. L
L A4 L]
sscene .
. ¢ @
. . . .
L
ssssns - se
. L
ae ¢ mea
- . =
ssead e .
-
¢13ae -
¢ma
- L]
*ee
. .
* L |

1125 TRENTON-HARBCURTON ROAD
POST OFFICE BOX 200
TITUSVILLE, NEW JERSEY 08560-0200
{609) 730-2000

us.janssen.com

4



HIRS
i 4 Norm Cook
‘ " 021261200t 09:06 AM
To: Tim McMahon/DC/USEPA/US@EPA, Jonathan Chen/DC/USEPA/US@EPA, Winston

Dang/DC/USEPA/US@EPA, Kathryn Montague/DC/USEPA/US@EPA, Najm
Shamim/DC/USEPA/US@EPA, Nader Elkassabany/DC/USEPA/US

cc:
Subject: Please Mark on Your Calendar

Attached is background material on upcoming meeting on new antifouiant...thnx, Norm

1
; / Norm Cook
or. A

0272072001 07:59 AM

---------------------- Farwarded by Norm Cook/DC/USEPA/US on 02/26/200t 09:06 AM —

To: Tim McMahon/DC/USEPAIUS@EPA, Jonathan Chen/DC/USEPA/US@EPA, Winston
Qang/DC/USEPAJUSBEPA, Kathryn Montague/DC/USEPA/US@EPA, Najm

Shamim;DC/USEPA/US@EPA
cet Nader Elkassabany/DC/USEPAUS@EPA [bec: Norm Cook/DC/USEPA/US)

Subject: Please Mark on Your Calendar

FYi...Please plan on attending for 30 mins and mark off your calendars...we need only one person
from toxicology area so let me know who will attend...if you cannot make it, pls et me
know...thnx, Norm

& n

Chairperson: Marshall Swindell

Start: 03/06/200t ¢t:00 PM

End: 03/06/200t 04:00 PM

Description: 308U - New Chemicai Pre-Application Meeting: to discuss the appropirateness of data

generated to support antifoulant boat bottom use. Company will provide a list of data
they have generated and the results of each study for science consideration by next

Friday.

Invitees:

Detailed description:
Science invitees need not attend for the entire time, If representatives for the following disciplines can be

provided we will schedule 30 min. discussion sessions per discipline: Chemistry. Toxicology, Env. Fate,

Ecologicai Effects, Human Exposure.
Norm, Winston, Karen Hicks, lets workout the order in which the disciples will be discussed. Flease forward

invite anyone else that should attend.

On 6/10/99 AD met with the company to discuss a foul-relase coating product, and a possible new chemical
for antifouling use. The company was provided with a list of possible data requirements fot a new antifouling
active ingredient based on the then pending C89211 and Zine omadine antifoulant applications .



A copy of the minutes of previous meeting and agenda itr wili be provided asap
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CEDERA

O Appointment @ nvitation O Event O Reminder O Anniversary

Brief desenption;
EOSU - New Chemical Pre-Application Meeting: to discuss the appropirateness of data

enerated to support antifoulant boat bottom use. Company wiil provide a list of data

Date: Time:
f03/06/2001 j IOI 100 PM - 04:00 PM ]l:] Pencil in [_] Not for public viewing

Detailed description:

Science Invitees need not attend for the entire time. If representatives for the following disciplines can be
provided we will schedute 30 min. discussion sessions per discipline:  Chemistry, Toxicolegy, Env. Fate,
Ecological Effects, Human Exposure.

Norm, Winston, Karen Hicks, lefs workout the order in which the disciples will be discussed. Please forward
invite anyone eise that should attend.

On 6/10/99 AD met with the company to discuss a foul-relase coating product, and a possible new chemical
for antifouling use. The company was provided with a list of possible data requirements for & new antifouling
active ingredient based on the then pending 3211 and Zinc omadine antifoulant applications .

A copy of the minutes of previous meeting and agenda itr will be provided asap

Invitations have been sent to: Dennis Edwards/DC/USEPA/US@EPA, Norm Cook/DC/USEPA/US@EPA,
Winston Dang/DC/USEFA/US@EPA, Cartton Kempter/CC/USEPA/US@EPA,
Eastlyn Mcintyre/DC/USEPA/US@EPA, Karen Leavy/DC/USEPA/US@EPRA, Karen

Hicks/DC/USEPA/US@EPA
Optional invitees: Debbie Edwards/DC/USEPA/US@EPA, Connie Welch/DC/USEPA/US@EPA

Chairperson: Marshall Swindell/DC/USEPA/US
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Sigra Coatings USA
PO, Box 816
1401 Destrehan Avenue
Harvey, Louisizna 70059
. {504) 347-4321
Marshall Swindell (Fax) 3419120

Product Manager Team 33

Regulatory Management Branch |

Antimnicrobials Division

US Environmental Protection Agency

Office of Pesticide Programs

Ariel Rios Building

1200 Pennsylvania Avenue

Washington D.C. 20460 January 16, 2001

RE: Request for a Preregistration Meeting

Dear Mr. Swindell,

I am writing on behalf of Janssen Pharmaceutica and Sigma Coatings USA
to request a Preregistration meeting with the Antimicrobial Division of the
US EPA on the morming of March 2nd, 2001.

The background to this meeting is that Janssen Pharmaceutica has developed
a unique biocidal compound for use in antifouling paints, called AF028. This
material has the significant advantage of faster environmental breakdown
that other biocides used in antifouling paints. Sigima Coatings has been able
to formulate this biocide into an effective antifouling paint formulation,
called Sigma Nexxium 20 which will be submitted for EPA registration.

At the meeting, Janssen and Sigma will be able to present the available data
that has been generated on product chemistry, acute toxicity (active
substance & paint formulation), chronic toxicology (including bridging
data), ecotoxicity and environmental fate to support the registration of
AF028. In view of the full chronic data package, the conditions requiring
human exposure data need to be further discussed. Please arrange that the
appropriate persons from Product Science, Risk Assessment/Science
Support, and Regulatory Management Branches are present at the relevant
session. We anticipate that a thorough discussion of all topics will require

3 - 3% hours.




The total number of attendees from Sigma and Janssen will be around 8
people, and we therefore request that a suitable size conference room with a
projector compatible for use with PC’s be available for this meeting,.

If the date requested is not available, 1 would be happy to discuss an
alternative date for this meeting. If you have any questions you can contact
me at (504) 371- 0014.

Yours Sincerely,
MikeWinter

Director of R&D
Sigma Coatings USA

cc B.Goodwine - Janssen
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* Claimed confidential by submitter*®

RTHERB@aol.com on 02/14/2001 04:46:03 PM

Marshall Swindel/DCIUSEPA/US@EPA, Tony Kish/DC/USEPA/US @EPA
cc mike.winter@sigmakalon.com
Subject: Proposed agenda for Sigma preregistration meeting March 2, 2001

CONFIDENTIAL BUSINESS INFORMATION
211442001




hereby nolified that any dissemination, disiribution or Copying of this
communication is strictly prohibited. If you have received this
communication in epror, please nolify us immedizately by lelephone and retuin
the original message lo us at the above address via the U.S. Postat Service.

Thank you.
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“* Claimed confidential by submitter*

RTHERB@aol.com on 02/14/200% 03:41:56 PM

Tor Marshall Swindel/DC/USEPA/US@ERPA, Tony Kish/DCIUSEPAUS@EPRPA
cc: mike.winter@sigmakalon.com
Subject: Information regarding requested Sigma Coatings Meeting, March 2, 2001

CONFIDENTIAL BUSINESS iINFORMAYION
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SIGMA COATINGS ‘USA BV,

P.O.BOX 818
HARVEY, LOUISIANA 70059
TELEPHONE : (504) 347 432]
FAX : (504) 340 1147 '
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ATTN : Tony Kish
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DATE : 6/23/99
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Dear Tony,

I woutld like to thank you for your assistance in setting up the recent Sigma Coatings/FPA mexting ana for
the time that you, Marshall Swindell and Marths Terry spent with us. ¥ have attached a copy of the
minutes of this meeting and [ believe the correct pratocol is for EPA 10 acknowledge receipt and
acceptance of the minutes. If you have amy problems or questions regarding this, please contact me at
(504) 371 0014,

Y Sinec\rii,—/L/

M inter
Product Manager
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OFFICE OF
PAE VENTION. PESTICIDES AND
Mike Winter TOXIC SUBSTANCES
Sigma Coatings, Inc.
P.O. Box 816

Harvey, LA 70059

RE: File Symbol 11359-GU
Sigmaplane Ecol HA 5294
EPA Concurrence With Your Meeting Minutes Summary

We received your fax which summarizes the minutes of the meeting we held with you on 6/10/99
to discuss general and specific antifoulant paint questions. We concur with your minutes except
for the fellowing two cornments.

1. Your blanket statement

2.

If you have any questions about the cornments in this letter, please fec] free to contact Tony Kish
at 703-308-9443,

Sincerely,

Product Manager Team 33,
Regulatory Management Branch I
Antimicrobials Division (7510C)

* Claimed confidential by submitter®
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Sigma Coatings USA
P.O. Box 816

1401 Destrehan Ave.
Harvey, LA 70059

Attn.: Mike Winter
and

Janssen Pharmaceutica

Attn.: W, Goodwine

Subj ect: Pre~app1ication Meeting For New Active Ingredient: AF028, and
New Antifoulant Paint Product: Sigma Nexxium
Meeting Held March 7, 2001

On the date referred to above members of the Antimicrobials Division (AD) held a
pre-application meeting with representatives from Sigma Coatings, Janssen Pharmaceutica, and
BASF Corporation. The attendees of the meeting are listed below:

USEPA/Antimierobials Division
Marshall Swindell, Carlton Kempter, Karen P. Hicks, Jonathan Chen, Norman Cook, Kathryn
Montague, Najim Shamim, Doreen Aviado, Winston Dang, Karen Leavy, and Timothy
McMahon.

Company Representatives:
Nys Jan (Janssen, Belgium), Bill Goodwin (Janssen, USA), Frederick Hess (BASF, USA),
Jane E. Harris (BASF, USA), Dolores A. Chiarello (BASF, USA), Mike Winter (Sigma
Coatings). '

The following is a description of the discussions held and decisions made during the
meeting:

Administrative

The new active ingredient AF028 (aka R107894) is intended for use in antifouling paint
product. The active is a metabolite of an insecticide currently registered with EPA The
registered insecticide is an inactive precursor which is metabolized to form the new active
ingredient. AF028 is intended to control the growth of barnacles. BASF will be manufacturing
the new ai, Janssen will register the technical grade active, and Sigma Coatings will register the

16




*Product ingredient source information may be entitled to

confidential treatment*
end-use formula.

Sigma Coating’s proposed end-use formula will also contain the active ingredient Sea
Nine 211 fromﬂto control the growth of algae.. The initial end-use application will
be for use on commercial vessels, and gov., and Navy ships. Sigma may seek use on pleasure
crafts at a later date. Janssen and Sigma expect to file for registration of the technical and end-
use application by the fourth quarter of this calender year. The new active is currenily being
used in Italy, Greece, and Spain for antifoulant use (for the last year).

In preparation for the meeting the companies submitted a listing of all data they have
generated in support of the new active ingredient. These studies should be submitted in support
of the TGAI in addition to the missing studies indicated below.

Toxicology
The new active ingredient functions by uncoupling oxidative phosphorilation in the
mitochondria of cells. The level of toxicity is directly proportional to the rate of conversion of
the precursor/parent compound to the new active. The conversion rate varies between species
and sex.

To support the insecticide registration, BASF has conducted a number of toxicity studies
on the precursor/parent compound. The company has calculated that the toxicity of the parent
compound comes from the amount of the new active which is formed from cellular metabolism.
On this basis the company proposes to use the current toxicity data on file with the agency for the
parent compound. They will submit a justification for such an approach and copies of the
completed science reviews for their toxicity data. AD indicated that this information will be
reviewed at the time the application submittal.

The companies have generated acute toxicity data on the parent compound, the new
active ingredient, two of the metabolites of the new active, and the end-use paint formulation. A
complete data set may not be available for each of the above. The Skin Irritation study is
missing for each. '

Chemistry and Environmental Fate

Data was conducted on the actual new active ingredient and has not been reviewed by the
Registration Division. Janssen has a complete chemistry data set on the new active, and Sigma
has chemistry on the end-use formulation.

BASF did not conduct a Bioaccumulation study as they considered it not required
because the POW under environmental conditions (pH 8 and higher) is lower than 3. AD
indicated that we will determine if this rationale is correct. AD prefers to have the study.

17




A Photolysis study was not conducted because of the calculated short half-life in water.
AD indicated that we will discuss this issue in house, but that the company should submit a
complete rationale for a waiver of the study.

AD indicated that a soil leaching study will be needed. The company agreed to conduct
the study. Sigma indicated that they are currently developing paint leaching studies at Case
Laboratories (NJ).

Fish and Wildlife

AD has determined that the following studies are missing and must be submitted:
Acute LC50 Estuarine and Marine Organisms (3 species: Mysid Shrimp, Sheepshead Minnow,
and Qyster); Seedling Emergence (Rice); Aquatic Plant Growth (2 species of algae: Diatoms &
Bluegreen algae). The data the company has already generated, and has committed to generate
should be submitted when available (see attached chart submitted by the company).

The companies raised the question of which degradates of the new active should be tested
in the tests listed immediately above. 1do not quite remember what decision we reached. I think
the company was t0 submit a rationale for excluding certain degradates from testing as one
degradate was of primary concern because it invariably was of the highest concentration.
RASSB please verify.

Human Exposure

The companies were informed that they must submit the following information:

Technical Bulletin

Product use information (TGAI & End use products)
Application and Post-application information
Description of Human Activities

An actual human exposure study is not required at this time, but may be required after
toxicity data has been submitted and reviewed. If the company intends to conduct an exposure
study they should submit a testing protocol first, and consider the following areas of worker
exposure for evaluation: manufacturing of the paint, application of paint, and post-application of
paint.

18




U.S. ENVIRONMENTAL PROTECTION AGENCY
Office of Pesticide Programs

JANSSEN PHARM. RESEARCH FQUNDATION
P.O0. BOX 200

1125 TRENTON-HARBOURTON ROAD
TITUSVILLE, NJ 085600200

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your transmittal of 05/02/02. Our staff

MAY ¢4 2002

has completed a preliminary analysis of the ‘material. The resulits are

provided as follows:

Your data submittal was found to be partially in
compliance with the standards for submission of data
contained in PR Notice 86-5, with the exceptions noted
below., A copy of your transmittal bibliography is
enclosed, annotated with the Master Record ID’s (MRIDs)
assigned to each document accepted. Please use these
numbers in all future references to these documents.
If deficiencieg were found which apply to individual
accepted studies, they are listed below following the
applicable MRID. Any document which has been asgigned a
MRID has been accepted under PR Notice 86-5. If any
comments related to a MRID appear on this report, they
are provided for your information and reference when
preparing future submissions. Seme individual documents
were not acceptable, and all copies are being returned
to you for correction for the reasons indicated below.
These rejected studies have been assigned separate
identification numbers which are annotated on both the
enclosed bibliography and the rejected document labels.
The rejected studies and their deficienciesg are
described below.

Rejected study (01]

* Judging from the pagination of the study,
pages. ©0 and |\, were omitted from the submitted copy.

Rejected study (02]

* Judging from the pagination of the study,
pages. .M . . . were omitted from the submitted copy.
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U.8. ENVIRONMENTAL PROTECTICN AGENCY
Office of Pesticide Programs

MAY 20 2002

JANSSEN PHARM. RESEARCH FCUNDATION
P.O. BOX 200

1125 TRENTON-HARBOURTON ROAD
TITUSVILLE, NJ 085600200

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your transmittal of 05/02/02. Our staff
has completed a preliminary analysis of the material. The results are
provided as follows:

Your data submittal was found to be partially in
compliance with the standards for submission of data
contained in PR Notice B86-5, with the exceptions noted
below. A copy of your transmittal bibliography is
encloged, annotated with the Master Record ID’s (MRIDs)
assigned to each document accepted. Please use these
numbexrs in all future references to these documents.
If deficiencies were found which apply to individual
accepted studies, they are listed below following the
applicable MRID, Any document which has been assigned a
MRID has been accepted under PR Notice 86-5. If any
comments related to a MRID appear on this report, they
are provided for your information and reference when
preparing future submissions. 8Some individual documents
were not acceptable, and all copies are being returned
to you for correction for the reasons indicated below.
These rejected studies have been assigned separate
identification numbers which are annotated on both the
enclosed bibliography and the rejected document labels,
The rejected studies and their deficiencies are
described below.

Rejected study [39]

* Judgigg from the pagination of the study,
pages. .Of. . . were omitted from the submitted copy.
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U.S5. ENVIRONMENTAL PROTECTION AGENCY
Office of Pesticide Programs

JANSSEN PHARM. RESEARCH FOUNDATION
P.OC. BOX 200

1125 TRENTON-HARBOURTON ROAD
TITUSVILLE, NJ 085600200

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your transmittal of 05/02/02. Our staff

MAY 20 2002

has completed a preliminary analysis of the material. The results are

provided as follows:

Your data submittal was found to be partially in
compliance with the standards for submission of data
contained in PR Notice 86-5, with the exceptions noted
below. A copy of your transmittal bibliography is
enclosed, annotated with the Master Record ID's (MRIDs)
agsigned to each document accepted. Please use these
numbers in all future references to these documents.
If deficiencies were found which apply to individual
accepted studies, they are listed below following the
applicable MRID. Any document which has been assigned a
MRID has been accepted under PR Notice 86-5, If any
comments related to a MRID appear on this report, they
are provided for your information and reference when
preparing future submissions. Some individual documents
wvere not acceptable, and all copies are being returned
to you for correction for the reasons indicated below.
These rejected studies have been assigned separate
identification numbers which are annotated on both the
enclosed bibliography and the rejected document labels.
The rejected studies and their deficiencieg are
described below.

Rejected study [65] :

* Judging from the pagination of the study,
pages. . 3( . . were omitted from the submitted copy.
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PHARMACEUTICA INC.

JANSSEN

. ' 4536740-00
~ April 25, 2002

Mr. Marshall Swindell

Product Manager Team 33

~ U.S. Environmental Protection Agency

Office of Pesticide Programs
Antimicrobial Division (7510W)
Regulatory Management 8ranch i
1921 Jefferson Davis Highway

Arlington, VA 22?02-4501 .A,L 3 7/3- £ T

- SUBJECT: ECONEA™ Téchn’icai {Janssen vCode No. R107894) -
: Application for Registralion
Antimicrobial Division Priority Review to Replaqe TBTO by 2003

Dear Mr. Swindel!:

Janssen Pharmaceutica Inc. is making an application for the registration of ECONEA™

Technical for formulation of antifouling treatment products under the general use

pattern of aquatic non-crop. The USEPA Antimicrobial Division has indicated to the
ACC Biocides Panel that TBTO replacement products for anti-fouling use would be

given a priority for AD resources for expedited review.

Janssen is coordinating this submission with-the submission by Sigma Coatings USA
B.V. for end-use antifouling paints under the NEXXIUM™ brand of coatings. The

regulatory contact for Sigma is Mr. Mike Winter {1-800-221-7978 (x247)).

The foliowihg administrative documents (1 copy) are provided:

Document ECONEA Technica

Application for Pesticide Registration

Confidential Statement of Formula (CSF)

Certification with Respect to Citation of Data {(Form
8570-34)

Data Support Matrices - Selective Method of Support
{Form 8570-35) '

Letters of Authorization for ECONEA & NEXXIUM from
BASF Corporation

XX X[ XXX

Specimen Label (6 copies)

1125 TRENTON"HARBOURTON ROAD
. POST OFFILE BOX 200
. TITUSVILLE. NEW JERSEY 08560-0200
(609 730-2000

us.janssen.com




A certification statement from Inveresk Research, dated April 17, 2002, is attached to
this transmittal letter indicating that the pH of the test solution for the primary eye
irritation study is < 2. Consistent with Agency guidelines, this study was not performed,
and the technical active substance was categorized as cormosive to eyes for labeling.

Studies submitted by reference to the BASF Corporation file (see Letter of
Authorization) for EPA Registration No. 241-366 include:

Study Type MRID
Acute oral toxicity for AC 303,268 (R107894) 43492824
Acute oral toxicity for metabolite Cl. 322,250 43492826
Acute oral toxicity for metabolite CL 325 195 . 43492827
Freshwater fish LG50 (Bluegill) for metabolite CL 325,195 44452617
Acute LC50 freshwater invertebrate for metabolite CL 325,195 | 44452618
Avian oral LD50 for AC303268 (R107894) — Mallard Duck . 43492808
Avian oral LD50 for metaboilite CL 325,195 — Mallard Duck 44452612

Avian oral LD50 for AC303268 (R107894) — Bobwhite Quail 43492809

Avian orai {.D50 for metaboiite CL325,195 — 80byvhite Quail 44452611

Ali subchronic & chronic toxicology, mutagenicity and See attached BASF
metabolism studies data matrix for product
: registration 241-366

Data Evaluation Records (DERs) have been submitted for all studies submitted by |
reference to assist the Anti-Microbial Division in their review.

Supporting data inciuded in the ECONEA application are comprised of three (3) copies
each of the foliowing reports:

PRODUCT CHEMISTRY (40 CFR 158.155, 160, 162, 167,170, 175, 180, 190)

Volume 1 Preliminary Analysis and Certification of Ingredient Limits for the
Technical Grade of AC 303268, Report No. APBR 1212, February 7,
2002, BASF, OPPTS Draft Guideline 830.1550, 830.1700 & 830.1750.

MRID . Rey(Q1)

Page2 of 16
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Volume 2

Volume 3

Volume 4

Volume 5

Voiume 6

Volume 7

Product Chemistry Data Requirements for the Manufacturing-Use
Product, Technical AC 303268: OPPTS 830.1600, "Description of
Materials Used to Produce Product” and OPPTS 830.1620, “Description
of Product Process, Report No. P-363.01, January 22, 2001, BASF,
OPPTS Draft Guideline 830,1600 & 830.1620.

MRID REY ($2)

Product Chemistry Data Requirements for the Manufacturing-Use
Product, Technical AC 303.268: OPPTS 830.1670, “Descnption of the
Formation of impurities”, Report No. P-364.01, February 5, 2002, BASF,
OPPTS Draft Guideline 830.1670.

45673901

MRID

Validation of the lon Chromatographic Method M-3417.01 to Assay for
Triethylamine (TEA) in the CL 303268 Technical Grade Active ingredient
(TGAI), Report No. APBR 1130, November 3, 2000, BASF OPPTS Draft
Guideline Reference 830.1700. -

MRID 45673902

Validation of HRGC Method M-3467.01 to Assay for CL 312264 and CL
322697 in the Technical Grade of AC 303268, Report No. APBR 1153,
February 27, 2001, BASF, OPPTS Draft Guideline Reference 830.1700

MRID 45673903

Validation of High Performance Liquid Chromatographic Method M-
3397.03 to Assay for the Minor Components in CL. 303268 Technical
Grade Active ingredient, Report No. APBR 1128, January 30, 2001,
BASF, OPPTS Draft Guideline Reference 830.1700, .

MRID 15673904

Validation of the High Perforrmance Liquid Chromatographic Method M-
3408 to Assay for CL 303268 in the Technical Grade Active Ingredient
(TGAI}), Report No. APBR 1109, March 25, 2002, BASF, OPPTS Draft
Guideline Reference 830.1700 & 830.1800.

MRID 43673905
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Volume 8

Volume 9

R107894: Determination of the Physico-Chemical Properties (pH, pKa,
and EC Tesis A4, AG and A8), Report No. 1073/41-D2141 (Janssen
Report No. AGR00301), January 2001, Covance Laboratories Ltd.,
OPPTS Draft Guideline Reference Seres 63 (158.190). '

MRID 45673906

R107894: Determination of Physico-Chemical Properties, Report No.
1073/48-D2149 (Janssen Report No. AGR00351), July 2001, Covance

 Laboratories Ltd, OPPTS Draft Guideline Reference Senes 63 (158.190).

MRID 45673907

ENVIRONMENTAL FATE (40 CFR 158.290)

Volume 10

Volume 11

Volume 12

Volume 13

‘Voiume 14

Determinélion of the Hydrolytic Stability of [14C)-R107894, Report No.

- 15348, December 22, 1997, inveresk Research, Date Requirement 161-1.
MRID 45673908

Supplement to Hydrolytic Stability Report No. 15348-identification of
Hydrolytic Degradation Products of [14C)-R107894, Report No. 15365,
December 17, 1997, Inveresk Research, Data Requirement 161-1.

MRID 45673909

The Anaerobic Degradation of [14C)-R107894 in Two Water/Sediment
Systems, Report No. 17832, January 12, 2000, Inveresk Research, Data
Requirement 162-3.

MRID 45673910

The Aerobic Degradation of [14C)-R107894 in Two Water/Sediment
Systems, Report No. 16787, February 15, 1999, Inveresk Research, Data
Requirement 162-4.

MRID 43673911

Supplement to Report No. 16787-The Aerobic Degradation of R107894 in
Two Water/Sediment Systems, Report No. 17802, October 19, 1999,
Inveresk Research, Data Requirement 162-4.

MRID 43673912
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Volume 15

Volume 16

Volume 17

Adsorption/Desorption of [14C}-R107894 in Sedif'nents. Report No.
15715, April 7, 1998, Inveresk Research, Data Requirement 163-1.

MRID 45673913

Adsorption/Desorption of the Hydrolysis Products of [14C}-R107894 in
Sediments, Report No. 16693, January 22, 1999, Inveresk Research, -
Data Requirement 163-1.

MRID 45673914

Justification for waiver to conduct soil leaching studies with R107894
based on existing data and pesticide assessment guidance, Report No. -
13751-6131, December 13, 2001, Spnngbom Laboratories, inc.,
Guideline Reference 163-1.

MRID ADMIN

TOX!COLOGY (40 CFR 158.340)

- ACUTE TOX!COLOGY

Vo!ume 18

Voilume 19

Volume 20

Volume 21

R107894 Technical Acute Oral TOXlCity (Fixed Dose Procedure) Test in
Rats, Report.No. 19839, Janssen Report No. AGR308, November 20,
2001, Inveresk Research, QPPTS Draft Guideline 870.1100,

MRID 45673915

R107884 Technical Acute Dermal Toxicity (LD50) Test in Rats, Report
No. 18836, Janssen Report No. AGR307, November 20, 2001, Inveresk
Research, OPPTS Draft Guideline 870.1200.

MRID 35673916

R107894 Technical Acute Inhalation Toxicity Study in Rats, Report No.
19794 (Report Amendment), October 12, 2001, Inveresk Research,
OPPTS Draft Guideline 870.1300.

MRID 43673917

R107884 Technical Acute Dermal Irritation Test in Rabbits, Report No.
20682, Janssen Report No. AGR308, January 11, 2002, Inveresk
Research, OPPTS Draft Guideline 870.2500.

MRID - 45673918
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Vaolume 22

Volume 23

R107894 Technical Buehler Test in Guinea Pigs for Delayed Skin
Sensitization Potential, Report No. 20973, Janssen Report No. AGR304,
January 17, 2002, Inveresk Research, OPPTS Draft Guideline 870.2600.

MRID 45673919

Data Evaluation Reports Issued to BASVF Corporation and Cited by
Janssen Phamaceutica inc. for Acute Oral Toxicity for AC303,630
(R1Q07894), and metabolites CL. 322,250 & CL 325,195, Guideline 81-1

MRID 43673920

SUBCHRONIC TOXICITY

Volume 24 Rationale for Bridging Toxicology Database of Chlorfenapyr and R107894 .

(Ci_303268) and Data Evaluation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
82-1 (870.3100), 82-1a (870.3150), 82-1b (870 3150), 82-2 (870-3200)

B2-7 (870.6200), Subchronic Toxicity.
MRID ADM IN

CHRONIC TOXICITY

Volume 25 Rationale for Bridging Toxicology Database of Chlorfenapyr and R107894

(CL303268) and Data Evaiuation Reporis issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
83-1b (870.4100), 83-3a (870.3700), 83-3b (870.3700), 834 (870.3800), .
83-5 (870.4300), Chronic Toxicity.

MRID ADm zN

MUTAGENICITY

Volume 26 Rationale for Bridging Toxicology Database of Chiorfenapyr and R107894

(CL303268) and Data Evaluation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
84-2 (870.5100), 84-2 (870.5300), 84-2 (870.5375), 84-2 (870.56395), 84-2

(870.5550), Mutagenicity.
MRID ADMIN
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METABOLISM

Volume 27

Rationale for Bridging Toxicology Database of Ch!orfenapyr and R107894
(CL303268) and Data Evaluation Reports |ssued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Ser:es
85-1 (870.7485), Metabolism.

MRID ADmIN

ECO-TOXICITY (40 CFR 158.490)

Parent Compound R107894

Volume 28

Volume 28

Volume 30

Volume 31

Volume 32

Acute toxicity of R107894 technical fish, Oncorhynchus mykiss, Report
No. WE-03-220, (Janssen Rpt. No. AGR 296), January 9, 2002, LISEC
OPPTS Draft Guideline 850.1075.

MRID 43674001

Acute toxicity of R107894 technical for fish, Lepomis macrochrrus Report
No. WE-03-227, (Janssen Rpt. No. AGR 294), April 15, 2002, LESEC
OPPTS Draft Guideline No. 850.1075

MRID 353674002

R107894-Acute Toxicity to Sheepshead Minnow (Cyprinodon variegatus)
Under Flow-Through Conditions, Report No. 13751.6119 (Janssen Rpt.
No. AGR 368), October 16, 2001, Springborn Laboratories, OPPTS Draft
Guideline 850.1075.

MRID 45674003

Acute toxicity of R107894 technical for Daphnia magna, Report No. WE-
01-250 (Janssen Rpt. No. AGR 298), December10 2001, LISEC, OPPTS
Draft Guideline 850 1010

MRID 45674004

R107894-Acute Toxicity to Eastern Oysters (Crassostrea virginica) Under
Flow-Through Conditions, Report No. 13751.6120 (Janssen Rpt. No. AGR:
365), December 3, 2001, Springborn Labs, OPPTS Draft Guideline
850.1025.

MRID 345674005
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Volume 33

Volume 34

Volume 35

Volume 36

Volume 37

Volume 38

Vo!ume 39

R107894-Acute Toxicity to Mysids (Americamysis bahia) Under Flow-
Through Conditions, Report No. 13751.6118 (Janssen Rpt. No. AGR
371), October 18, 2001, Springbom Laboratories, OPPTS Draft Guideline
850.1035. . _ :

MRID 35674006

R107894-Early Life-Stage Toxicity Test with Sheepshead Minnow
(Cyprinodon variegalus), Report No. 13751.6128 {Janssen Rpt. No. AGR
383), November 6, 2001, Springbom Labs, OPPTS Draft Guideline
850.1400

MRID 45674007

Daphnia magna reproduction test of R107894 technical, Report No. WE-
02-051, (Janssen Rpt. No. AGR 292), Apnl! 15, 2002, LISEC, OPPTS
Draft Guideline 850.1300 -

MRID 45674008

R107894-Life-Cycle Toxicity Test with Mysids (Americamysis bahia),
Report No. 13751.6107 (Janssen Rpt. No. AGR336), July 9, 2001,
Springbom Laboratones, OPPTS Draft Guideline 850.1350

MRID 45674009

R107894-Toxicity to Amphipods (Hyalella azteca) Duning a 10-Day
Sediment Exposure, Report No. 13751.6105. (Janssen Rpt. No. AGR
340), July 5, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1735. _

MRID 45674010

R107894-Toxicity to Marine Amphipods (Leptocheirus plumulosus) During
a 10-Day Sediment Exposure, Report No. 13751.61086 (Janssen Rpt. No.

AGR 332), July 8, 2001, Springbom Laboratories, OPPTS Draft Guideline
850.1740. _

MRID 45674011

Data Evaluation Reports Issued to BASF Corporation and Cited by
Janssen Pharmaceutica Inc. for Satisfying Avian LD50 Data
Requirements for Mallard Ducks and Bobwhite Quail for AC303,6830
(R107894 and Metabolite CL. 325,195), Guideline 71-1

MRID QJ I {})Cﬁ) :
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Metabolite CL 325,195

Volume 40

Volume 41

Volume 42

Volume 43

- Volume 44

Vbiume 45

MRID 45674014

Acute toxicity of CL 325,195 for fish, Oncorhynchus myk:ss Report No.
WE-03-219, (Janssen Rpt. No. AGR 296), January 9, 2002 LISEC,
OPPTS Draft Guideline 850. 1075

MRID . 45674012

CL 325,195 - Acute Toxicity to Sheepshead Minnow (Cyprinodon
variegatus) Under Flow-Through Conditions, Report No, 13751.6125

- (Janssen Rpt. No. AGR 366), December 10, 2001, Springborn

Laboratories. OPPTS Draft Guideline 850.1075.
MRID 45674013

CL325,195-Acute Toxicity to Eastern Oysters (Crassostrea virginica)
Under Flow-Through Conditions, Report No, 13751.6126 (Janssen Rpt.
No. AGR363), December 13, 2001, Springborn Laboratories, OPPTS

. Draft Guideline 850.1025.

CL325,195-Acute Toxicity to Mysids (Americamysis bahia) Under Flow-
Through Conditions, Report No. 13751.6124 (Janssen Rpt. No. AGR
369}, November 20, 2001, Springborn Laboratories, FIFRA Guideline
Reference Number 72-3, OPPTS Draft Guideline 850.1035.

MRID 345674015

Fish, Early-life Stage Toxicity Test of CL 325,185 (Danio reric), Report No.
WE-05-003 (Janssen Rpt. No. AGR 280), February 22, 2002, LISEC,
OPPTS Draft Guideline 850.1400.

MRID 15674016

CL 325,195-Early Life-Stage Toxicity Test with Sheepshead Minnow
(Cyprinodon variegatus), Report No. 13751.6130 (Janssen Rpt. No.
AGR384), December 13, 2001, Springbom Laboratories, OPPTS Draft
Guideline 850.1400

MRID 45674017
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Volume 46

_ Volume 47

Volume 48

* Volume 49

MRID 43674019

Daphnfa magna reproduction test of CL 325,195, Report No. WE-O2-OSO-
(Janssen Rpt. No. AGR292}, February 15, 2002, LISEC, OPPTS Draft
Guideline 850.1300 _

MRID 45674018

CL 325,195-Toxicity to Amphipods (Hyalefla azteca) During a 10-Day .
Sediment Exposure, Report No. 13751.6116 (Janssen Rpt. No. AGR
343}, October 16, 2001, Springbom Laboratories, OPPTS Draft Guideline
850.1735.

CL 325,195-Toxicity to Marine Amphipods (Leptocheirus plumulosus)
Dunng a 10-Day Sediment Exposure, Report No. 13751.6117 (Janssen
Rpt. No. AGR 335), October 18, 2001, Spnngbom Laboratones OPPTS -
Draft Guideline 850.1740.

MRID 15674020

Data Evaluation Reports Issued to BASF Corporation and Cited by
Janssen Pharmmaceutica Inc. for Satisfying Aquatic Acute LC50 Toxicity
Data Requirements for Bluegill and Daphnia magna for Metabolite
CL325,195, Guideline 72-1 & 72-2

MRID 45674021

Metabolite CL 322,250

Volume 50

Volume 51

Acute toxicity of CL 322,250 for fish, Oncerhiynchus mykiss, Report. No.
WE-03-221 (Janssen Rpt. No. 298), January 9, 2002, LISEC, OPPTS -
Draft Guideline 850.1075.

MRID 45674022

Acute toxicity of CL 322,250 for fish, Lepomis macrochirus, Report No.
WE-03-228 (Janssen Rpt. No. AGR284), February 15, 2002, LISEC,
OPPTS Draft Guideline 850.1075

MRID 45674023
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Volume 52

Volume 53

Volume 54

Volume 55

Volume 56

Volume 57

CL 322,250 - Acute Toxicity to Sheepshead Minnow (Cyprinodon
variegatus) Under Flow-Through Conditions, Report No. 13751.6122
{Janssen Rpt. No. AGR 367}, Oclober 23, 2001, Springborn Laboratories,
OPF’TS Draft Guidetine 850.1075.

ﬁ
MRID 45674101

Acute toxicity of CL 322,250 for Daphnia magna, Report No. WE-01-251
(Janssen Rpt. No. AGR 298), December 7, 2001, LISEC, OPPTS Draft
Guidetine 850.1010 : _

MRID 43674102

CL322,250-Acute Toxicity to Eastern Oysters (Crassostrea virginica)

Under Flow-Through Conditions, Report No. 13751.6123 (Janssen-Rpt.
No. AGR 364), December 10, 2001, Springbom Laboratories, OPPTS

‘Draft Guidefine 850.1025.

MRID 43674103

CL 322,250 - Acute Toxicify to Mysids (Americamysis bahia} Under Flow-
Through Conditions, Report No. 13751.6121 (Janssen Rpt. No. AGR
370), October 16, 2001, Springborn Laboratories, OPPTS Draft Gu:dehne
850.1035. :

MRID 15674104

Fish, Early-tife Stage Toxicity Test of CL 322,250 (Danio rerio}, Report No.
WE-05-005 (Janssen Report No. AGR 280), February 22, 2002, L.lSEC
OPPTS Draft Guidetine 850.1400.

- MRID 43674105

CL 322,250-Early Life-Stage Toxicity Test with Sheepshead Minnow
(Cyprinodon variegatus), Report No. 13751.6128 (Janssen Rpt. No. AGR
385}, November 6, 2001, Springborn Laboratories, OPPTS Draft
Guideline 850.1400

MRID 15674106
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foume 58

Volume 59

Volume 60

Daphnia magna reproduction test of CL 322,250, Report No. WE-02-052,
(Janssen Rpt. No. AGR 292}, Aprit 15, 2002, LISEC, OPPTS Draft
Guideline 850.1300

MRID 15674107

CL 322,250-Toxicily to Amphipods (Hyalella azateca) During a 10-Day
Sediment Exposure, Report No. 13751.6109 (Janssen Rpt. No. AGR
341), October 16, 2001, Springbom Laboratones, OPPTS Draft Guideline
850.1735.

MRID 43674108

CL 322,250 - Toxicity to Marine Amphipods (Leptocheirus plumulosus)
During a 10-Day Sediment Exposure, Report No. 13751.6110 (Janssen
Rpt. No. AGR 333), October 18, 2001, Spnngbom Laboratones, OPPTS
Draft Guideline 850.1740.

Metabolite CL 322,248

Votlume 61

Volume 62

Volume 63

Acute toxicity of CL. 322,248 for fish, Oncorhynchus mykiss, Report No.
WE-03-223, (Janssen Rpt. No. AGR286), December 10, 2001, LISEC,
OPPTS Draft Guideline 850.1075

MRID 33674110

Acute toxicity of CL. 322,248 for fish, Lepomis machrochirus, Report No.
WE-03-229, (Janssen Rpt. No. AGR294), February 15, 2002, LISEC,
OPPTS Draft Guideline 850.1075

456741 11

- MRID

Acute toxicity of CL 322,248 for Daphnia magna, Report No. WE-01-263,
(Janssen Rpt. No: AGR 288), April 15, 2002, LISEC, OPPTS Draft
Guideline 850.1010 ' :

MRID 43674112
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Volume 64 Daphnia magna reproduction test of CL 322,248, Report No. WE-02-054
(Janssen Rpt. No. AGR 202), February 15, 2002. LISEC, OPPTS Draft
Guideline 850.1300

MRID 43074113

Volume 65 CL 322,248 - Toxicity to Amphipods (Hyalella azateca) During a 10-Day
Sediment Exposure, Report No. 13751.6112 (Janssen Rpt. No. AGR
342), October 11, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1735.

MRID Ria’(bi)

Volume 66 CL 322,248-Toxicity to Marine Amphipods (Leptocheirus plumujosus)
During & 10-Day Sediment Exposure, Report No. 13751.6113 (Janssen
Rpt. No. AGR 334), October 11, 2001, Springbormn Laboratories, OPPTS
Draft Guideline 850.1740. _

MRID 45674114

PLANT PROTECTION/NONTARGET PLANTS (40 CFR 158.540)

Parent Compound R107894 o .

Volume 67 R107894-Determination of Effects on Seedhng Emergence of Rice (Oryza
sativa), Report No. 13751.6127 (Janssen Rpl. No. AGR362), October 23,
2001, Springborn Labs, OPPTS Draft Guidelines 850.4100 and 850.4225.

MRID 45674115

Volurne 68 R107894-Toxicity to Duckweed, Lemna gibba, Report No. 13751.6104,
' (Janssen Rpt. No. AGR 337), April 24, 2001,Springborn Laboratories,
QPPTS Draft Guideline 850.44Q0. _

MRID 45674116

Volume 69  Alga, growth inhibition test effect of R107894 technical on the growth of
Raphidocelis subcapitata, Report No. WE-06-261 (Janssen Rpt. No. AGR
300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID 45674117
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' Volume 70

. MRID

Alga, growth inhibition test effect of R10?894 technical on the growth of
Skeletonema costatum, Report No. WE-06-270 (Janssen Rpt. No. AGR
307). April 15, 2002, LISEC, OPPTS Draft Guideline 850.5400

45674118

Metabolite CL 325,195

Volume 71

Volume 72

Volume 73

CL 325,195 - Toxicity to Duckweed, Lemna gibba, Report No. 13751.6115
(Janssen Rpt. No. AGR 344}, October 23, 2001, Springborn Laboratones,
OPPTS Draft Guideline 850.4400.

MRD 45674119

Alga, growth inhibition test effect of CL 325,195 on the growth of
Raphidocelis subcapitata, Report No. WE-06-260, (Janssen Rpt. No.
AGR 300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID 45674124

Alga, growth inhibition test effect of CL 325,185 on the Qrowth of
Skeletonema costatum, Report No. WE-06-269,(Janssen Rpt. No. AGR .
309), Februarv, 15, 2002, LISEC, OFPPTS Draft Guideline 850 5400

MRID 3567412

Metabolite CL 322,250

Volume 74

Volume 75

Volume 76

CL 322,250-Toxicity to Duckweed, Lemna gibba, Report No. 13751.6108
(Janssen Rpt. No. AGR 338), October 12, 2001, Springborn Laboratories,
OPPTS Draft Guideline 850.4400.

" MRID | 135674122

Alga, growth inhibition test effect of CL 322,250 on the growth of
Raphidocelis subcapitata, Report No. WE-06-262 (Janssen Report No.
AGR 300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID 45674123

Alga, growth inhibition test effect of CL 322,250 on-the growth of
Skeletonema costatum, Report No. WE-06-271, (Janssen Rpt. No. 309),
February 15, 2002, LISEC, OPPTS Data Guideline 850.5400

MRID 45673124
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Metabolite CL 322,248

Volume 77 GL 322,248 - Toxicity to Duckweed, Lemna gibba Report No. 13751.6111
(Janssen Rpt. No. AGR 338), October 23, 2001, Sprmgbom Laboratories,
OPPTS Draft Guideline 850.4400.

4567412
MRID 674125

Volume 78  Alga, growth inhibition test effect of CL 322,248 on the growth of
Raphidocelis subcapitata, Report No. WE-06-266 (Janssen Rpt. No. AGR
300), February 22, 2002, LISEC, OPPTS Data Guideline 850.5400.

45674126

MRID

Volume 79 Alga, growth inhibition test effect of CL 322,248 on the growth of
: Skeletonema cosfaturn, Report No. WE-06-272, (Janssen Rpt. No. AGR
309), February 15, 2002, LISEC, OPPTS Draft Guideline 850.5400

MRID 45674127

OCCUPATIONAL EXPOSURE

Volume 80 Screening level occupational’ exposure asseSSments for R107894
(CL303268) as an anti-foulant in paint applied to underwater hulls, EXP
Project No. 47101, EXP Report No. 02001, January 11, 2002, EXP
Corporation, OPPTS Draft Guideline Series 875.

MRID 45674128

Please consider assigning priority review status to this action since it satisfies the
criteria as a TBTO replacement for anti-fouling use; TBTO wili no longer be allowed by

" the international Maritime Organization (IMO) after 2003. The USEPA Antimicrobial
Division has identified TBTO anti-fouling replacerment products as a priority for receiving
a high level of EPA resources in 2002-03 work plan.

Please contact me directly on any matters relating to this regtstratton application. | can
be reached by phone at 609-730-2607.

Sincerely, -

E

William R. -Goodwine‘
Director
Plant & Material Protection Division .
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Tel:
Fax:
Email:

609/730-2607
609/730-2411
bgoodwin@ianus.ini.com
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MAY 20 2002

U.S. ENVIRONMENTAL PROTECTION AGENCY
Office of Pesticide Programs

JANSSEN PHARM. RESEARCH FOUNDATION
P.O. BOX 200

1125 'TRENTON-HARBOURTON ROAD
TITUSVILLE, NJ 085600200

Report of Analysis for Ceompliance with PR Notice 86-5

Thank you for your transmittal of 05/02/02. Our staff
has completed a preliminary analysis of the material. The results are
provided as follows:

Your data submittal was found to be partially in
compliance with the standards for submission of data
contained in PR Notice 86-5, with the exceptions noted
below. A copy of ycur transmittal bikliography is
enclosed, annotated with the Master Record ID's (MRIDs)
assigned to each document accepted. Please use these
numbers in all futurs references to these documents.
If deficiencies were found which apply to individual
accepted studies, they are listed below following the
applicable MRID. Any document which has been assigned a
MRID has been accepted under PR Notice 86-5. If any
comments related to a MRID appear on this report, they
are provided for youvr information and reference when
preparing future submissions. Some individual documents
were not acceptable, and all copies are being returned
to you for correctien for the reasons indicated below.
These rejected studies have been asgigned separate
identification numbers which are annotated on both the
enclosed bibliography and the rejected document labels.
The rejected studies and their deficiencies are
described below.

Rejected study [01]

*  Judging from the pagination of the study,
pages. &0 and Il were omitted from the submitted copy.

Rejected study [02]

* Judging from the pagination of the study,
pages. . Tl . . . were omitted from the submitted copy.




Rejected study [39]

* Judging from
pages. - /.

Rejected study [65]

* Judging from
pages. .Eﬁg .

the pagination of the study,
were omitted from the submitted cOPY.

the pagination of the study,

. were omitted from the submitted coOpy.
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‘

PHARMACEUTICA INC.

JANSSEN

456739-00
April 25; 2002

Mr. Marshall Swindell

Product Manager Team 33

U S. Environmental Protection Agency

Office of Pesticide Programs

Antimicrobial Division (7510W)

Regulatory Management Branch I

1921 Jefferson Davis Highway

Arlington, VA 22202-4501 'Z‘JL 3 ?’ 12

SUBJECT: ECONEA™ Technical (Janssen Code No. R107894)
Application for Registration
Antimicrobial Division Priority Revrew to Replace TBTO by 2003

Dear Mr. Swindeil:

Janssen Pharmaceutica Inc. is making an application for the registration of ECONEA™

- Technical for formulation of antifouling treatment products under the general use
pattern of aquatic non-crop. The USEPA Antimicrobizl Division has indicated to the
ACC Biocides Panel that TBTO replacement products for antl-foullng use would be
gwen a priority for AD resources for expedited revnew

Jenssen is coordinating this submission with the submission by Sigma Coatings USA
B.V. for end-use antifouling paints under the NEXXIUM™ brand of coatings. The
regulatory contact for Sigma is Mr. Mike Winter [1-800-221-7978 (x247)]. '

The following admlnrstratlve documents {1 copy) are provided:

Document . -+ ECONEA Technical
Application for Pesticide Registration X
Confidential Statement of Formula (CSF) X
Certification with Respect to Citation of Data (Form - X
8570- 34)
Data Support Matrices - Seleclive Method of Support X
{Form 8570-35)
Letters of Authorization for ECONEA & NEXXIUM from X
BASF Corporation ' ]
Specimen Labe! (6 copies) ' : X

1125 TRENTON-HARBOURTON RCAD
POST OFFICE BOX 200
TITUSVILLE, NEW JERSEY 08560-0G200
(608> 730-2000

us.janssen.com

a1




. A certification statement from Inveresk Research, dated-April 17,2002, is attached to

this transmittal letter indicating that the pH of the test solution for the primary eye
iritation study is < 2. Consistent with Agency guidehnes this study was not performed,
‘and the technical active substance was categorized as corrosive to eyes for. iabellng

‘Studies submitted by reference to the BASF Corporation file (see Letter of

Authorization) for EPA Registration No. 241-366 include:

Study Type MRID
Acute oral toxicity for AC 303,268 (R107894) - 143492824
Acute oral toxicity for metabolite CL 322,250 - o 43492826
Acute oral toxicity for metabolite CL 325,195 '43492827
Freshwater fish LC50 (Bluegill) for metaboiite CL 325,195 34452617
Acute L C50 freshwater invertebrate for metabolite CL. 325,195 44452618
"Avian oral LD50 for AC303268 (R107894) — Mallard Duck 43492808
Avian oral LD50 for metabolite CL 325,185 ~ Mallard Duck 44452612

Avian oral LD50 for AC303268 (R107894) - Bobwhite Quail 43482809

Avian oral LD50 for metabolite CL325,195 .. Bobwhlite Quatil 44452611

All subchronic & chronic toxicology, mutagenicity and See aftached BASF
metabolism studies | data matrix for product
registration 241-366 |

Data Evaluation Records (DERs) have been submitted for all studies submitted by

reference to assist the Anti-Microbial Division in their review.

Supporting data included in the ECONEA application are comprised of three (3) copies
each of the following reports:

PRODUCT CHEMISTRY (40 CFR 158.155, 160, 162, 167, 170, 175, 180, 180)

Volume 1 Preliminary Analysis and Certification of ingredient Limits for the
Technical Grade of AC 303268, Report No. APBR 1212, February 7,
2002, BASF, OPPTS Draft Guideline 830.1550, 830.1700 & 830.1750.

MRID REY( Q‘)
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Volume 2

Volume 3

Volume 4

Volume 5

Volume 6

Volume 7

Product Chemistry Data Reguirements for the Manufacturing-Use -
Product, Technical AC 303268: OPPTS 830.1600, ”Description of -
Materials Used to Produce Prodict” and OPPTS 830.1620, "Description
of Product Process, Report No. P-363.01, January 22, 2001, BASF
OPPTS Draft GUIdellne 830.1600 & 830. 1620

MRID ReT ($2)

Product Chemistry Data Reguirements for the Manufacturing-Use
Product, Technical AC-303.268: OPPTS 830.1670, "Description of the
Formation of Impurities”, Report No. P-364.01, February 5 2002, BASF,
OPPTS Draft Guideline 830. 16?0

45673901

MRID

Validation of the lon Chromatographic Method M-3417.01 to Assay for
Triethylamine (TEA) in the CL 303268 Technical Grade Active Ingredient
(TGAI), Report No. APBR 11130, November 3, 2000, BASF, OPPTS Draft
Guideline Reference 830.1700.

MRID 45673902

Validation of HRGC Method M-3467.01 to Assay for CL 312264 and CL
322687 in the Technical Grade of AC 303268, Report No. APBR 1153,
February 27, 2001, BASF,. OPPTS Draft Guideline Reference 830.1700

MRID - 456 7390'%

Validation of High Performance Liquid Chromatographic Method M- - -
3397.03 to Assay for the Minor Components in CL 303268 Technical
Grade Active Ingredient, Report No. APBR 1128, January 30, 2001,
BASF, OPPTS Draft Guideline Reference 830.1700.

MRID 45673904

Validation of the High Performance Liquid Chromatographic Method M-
3408.to Assay for CL 303268 in the Technical Grade Active Ingredient

(TGAI), Report No. APBR 1108, March 25, 2002, BASF, OPPTS Draft

Guideline Reference 830.1700 & 830.1800.

MRID - 45673908
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Volume 8

Volume 8

R107894: Determination of the Physico-Chemical Properties {pH, pKa,
and EC Tests A4, A6 and A8), Report No. 1073/41-D2141 {Janssen
Report No. AGR00301), January 2001, Covance Laboratories Ltd.,
OPPTS Draft Guideline Reference Series 63 (158.190).

MRID 35673906

R107894: Determination of Physico-Chemical Properties, Report No,
1073/48-D2149 (Janssen Report No. AGR00351), July 2001, Covance
Laboratories Ltd, OPPTS Draft Guideline Reference Series 63 (158.190).

MRID 45673907

ENVIRONMENTAL FATE (40 CFR 158.290) .

Volume 10

Volume 11

Volume 12

Determination of the Hydfoiytic Stability of [14C]-R107894, Report No.
15348, December 22, 1997, Inveresk Research, Date Requirement 161-1.

MRID 45673908

.Supplement to Hydrolytic Stability Report No. 15348-Identification of

Hydrolytic Degradation Products of [14C]-R107894, Repaort No. 15365,
December 17, 1997, Inveresk Research, Data Requirement 161-1.

MRID 45673909

The Anaerobic Degradation of [14C]-R107894 in Two Water/Sediment
Systems, Report No. 17832, January 12, 2000, Inveresk Research, Data
Requirement 162-3.

MR 43673910

Volume 13

Volume 14

The Aerobic Degradation of [14C)-R107894 in Two Water/Sediment
Systems, Report No. 16787, February 15, 19989, Inveresk Research, Data
Requirement 162-4.

MRID 4567391]

Supplement to Report No. 16787-The Aerobic Degradation of R107894 in
Two Water/Sediment Systems, Report No. 17802, October 19, 1999,
Inveresk Research, Data Requirement 162-4.,

MRID 33673912
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Vo!ume 15

Volume 1'6

~ Volume 17

Adsorption/Desorption of [14C}- R107894 in Sediments, Report No.
15715, April 7, 1998, Inveresk Research, Data Requsrement 163-1.

MRID 45673913

Adsorption/Desorption of the Hydfolysss Products of [14C}-R107894 in
Sediments, Report No. 16693, January 22, 1999 Inveresk Research,

Data Requirement 163-1.
" MRID 35673914

Justification for waiver to conduct soil leaching studies with R1 07894
based on existing data and pesticide assessment guidance, Report No,
13751-6131, December 13, 2001, Sprmgbom l.aboratories, Inc.,

Guideline_ Reference 163-1. e = _ S

MRD  _ ADMIN

TOXICOLOGY (40 CFR 158.340)

ACUTE TOXICOLOGY

Volume 18 R1G7894 Technical Acute Oral Toxrcny (leed Dose Procedure} Test in

_ Vo!umé 19

Volume 2b

Volume 21

Rats, Report No. 19839, Janssen Report No. AGR308, November 20,

2001, inveresk Research, OPPTS Draft Guideline 870.1100.

MRID 33673915

R107894 Technical Acute Dermai Toxicity (LD50) Test in Rats, Report
No. 19836, Janssen Report No. AGR307, November 20, 2001, inveresk
Research, OPPTS Draft Guideline 870.1200.

MRID 43673916

R107894 Technical Acute Inhalation Toxicity Study in Rats, Report No.

19794 (Report Amendment), October 12, 2001, inveresk Research

OPPTS Draft Guideline 870.1300.
MRID 45673917

R107894 Technical Acute Dermal lrritation Test in Rabbits, Report No.
20682, Janssen Report No. AGR3086, January 11, 2002, Inveresk
Research, OPPTS Draft Guideline 870.2500.

CMRID 43673918
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Volume 22

' Volume 23

R107894 Technical Buehler Test in Guinea Pigs for Delayed Skin _
Sensitization Potential, Report No, 20873, Janssen Report No. AGR304,
January 17, 2002, Inveresk Research, OPPTS Draft Guideline 870.2600.

MRID 45673919

Data Evaluation'Reports Issued to BASF Corporation and Cited by
Janssen Pharmaceutica Inc. for Acute Oral Toxicity for AC303,630

(R107884), and metabolites CL 322,250 & CL 325,185, Guideline 81-1

MRID 45673920

SUBCHRONIC TOXICITY

. Molume-24 .. Rationaie for Bridging Toxmology Database of Chion‘enapyr and R107894

{CL303268) and Data Evaiuation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
82-1 (870.3t00), 82-1a {870.3150), 82-1b (870.3150}, 82-2 (870- 3200)
82-7 (870.6200), Subchronic Toxicity.

MRID ADOWIN

CHRONiC TOXICITY

Volume 25 Rationaie for Bridging Tox;cology Database of Chlorfenapyr and R107884

(CL303268) and Data Evaiuation Reports Issued to BASF Corporation

‘and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
83-tb (870.4100), 83-3a (870.3700), 83-3b {870.3700), 83-4 (870.3800),

83-5 (870.4300), Chronic Toxicity,
MRID | ADM N

MUTAGENICITY

Volume 26

Rationate for Bridging Toxicology Database of Chiorfenapyr and R107894
(CL303268) and Data Evaiuation Reports Issued to BASF Corporation

and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
84-2 (870.5100), 84-2 (870.5300), 84-2 (870.5375), 84-2 (870.5395), 84-2

(870.5550), Mutagenicity.
MRID ADMIN
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METABOLISM

Volume 27

Rationale for Brldgmg Toxmology Database of Chlon‘enapyr and R107894
(CL303268) and Data Evaluation Reports Issued to BASF Corporation’
and Cited in Toxicity Discussions on AC 303630 and AC 303288, Series
85-1 (870.7485), Metabolism.

MRID ADMIN

ECO-TOXICITY (40 CFR 158.490)

Parent Compound R107894

Volume 28

Volume 29

Volume 30

Volume 31

Volume 32

MRID- 45674003 -

Acute toxicity of R107894 technical fish, Oncorhynchus mykiss, Report
No. WE-03-220, (Janssen Rpt. No. AGR 296}, Januaryg 2002, LISEC,
OPPTS Draft Guideline 850.1075.

MRID 45574001

Acute toxicity of R107894 technical for fish, Lepomis macrochirus, Report
No. WE-03-227, (Janssen Rpt. No. AGR 294), April 15, 2002, LiSEC
OPPTS Draft Guideline No. 850.1075 :

MRID 33674002

R107894-Acute Toxicity to Sheepshead Minnow (Cyprinodon variegatus)
Under Flow-Through Conditions, Report No. 13751.8119 (Janssen Rpt.
No. AGR 388), October 16, 2001 Springborn Laboratories, OPPTS Draft
Guideline 850.1075.

Acute toxicity of R107894 technical for Daphnia magna, Report No. WE-
01-250 (Janssen Rpt. No. AGR 298), December 10, 2001, LISEC OPPTS
Draft Guideline 850.1010

MRID 45674004

R107894-Acute Toxicity to Eastern Oysters. (Crassostrea virginica} Under
Flow-Through Conditions, Report No. 13751.6120 (Janssen Rpt. No. AGR
365), December 3, 2001, Springborn Labs, OPPTS Draft Guideline
850.1025.

MRID 43674005
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Volume 33

Volume 34

Volume 35

Volume 36

Volume 37

Volume 38

Volume 39

MRID 45674009 .

R107894-Acute Toxicity to Mysids (Americamysis bahia) Under Fiow-
Through Conditions, Report No. 13751.6118 {Janssen Rpt. No. AGR
371), October 18, 2001, Springborn Laboratories, OPPTS Draft Guideline -

850.1035.

MRID 45673006

R107894-Early Life-Stage Toxicity Test with Sheepshead Minnow ..~ -
(Cyprinodon variegatus). Report No. 13751.6128 {Janssen Rpt. No. AGR
383), November 6, 2001, Sprlngborn Labs, OPPTS Draft Guideline

850.1400

MRID 45674007

Daphnia magna reproduction test of R107894 technical, Report No. WE-
02-051, (Janssen Rpt. No. AGR 292), April 15, 2002, LISEC,-OPPTS . -
Draft Guidefine 850.1300

MRID 45674008

R107894-Life-Cycle Toxicity Test with Mysids (Americamysis bahia),
Report No. 13751.6107 (Janssen Rpt. No. AGR3386), July 8, 2001,
Springborn Laboratories, OPPTS Draft Guideline 850.1350

R107884-Toxicity to Amphipods_ (Hyalella azteca) During a 10-Day
Sediment Exposure, Report No. 13751.6105 (Janssen Rpt. No. AGR
340), July 5, 2001, Springborn Laboratories, OPPTS Draft Guideline - -

850.1735.

MRID 45674010

R107894-Toxicity to Marine Amphipods (Leprbchefrus plumulosus) During
a 10-Day Sediment Exposure, Report No. 13751.6108 {Janssen Rpt. No,
AGR 332), July 6, 2001, Springborn i.aboratones OPPTS Draft Gwdehne
850.1740.

MRID 4567401 i

Data Evaluation Reports Issued to BASF Corporation and Cited by
Janssen Pharmaceutica inc. for Satisfying Avian LD50 Data h
Requirements for Mallard Ducks and Bobwhite Quail for AC303,630

- {R107894 and Metabolite CL 325,195), Guideline ?1 1

MRID _@L% (7‘)%\
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Metabolite CL 325,195

Volume 40

Acute toxicity of CL 325,195 for fish, Oncorhynchus mykiss, Report No.
WE-03-219, (Janssen Rpt. No. AGR 296), January 9, 2002, LiSEC

- OPPTS Draft Guideline 850. 1075

Volume 41

Volume 42

Volume 43

Volume 44

MRID 45674012

CL 325,195 - Acute Toxicity to Sheepshead Minnow (Cyprinodon
variegatus) Under Flow-Through Conditions, Report No. 13751.6125

(Janssen Rpt. No. AGR 366), December 10, 2001, Springborn
Laboratories. OPPTS Draft Guideline 850.1075.

MRID 45674013

CL325,195-Acute Toxicity to Eastern Qysters {Crassosirea virginica)
Under Flow-Through Conditions, Report No. 13751.6126 (Janssen Rpt.
No. AGR363), December 13, 2001, Spnngbom Laboratories, OPPTS
Draft Guideline 850.1025. .

MRID 35674014

CL325,195-Acute Toxicity to Mysids (Americamysis bahia) Under Fiow-
Through Conditions, Report No, 13751.6124 (Janssen Rpt. No. AGR
369}, November 20, 2001, Springborn Laboratories, FIFRA Guideline
Reference Number 72-3, OPPTS Draift Guideline 850.1035.

MRID 35674015

Fish, Early-life Stage Toxicity Test of CL 325,185 (Danio rerio), Report No.
WE-05-003 (Janssen Rpt. No. AGR 290), February 22, 2002, LISEC,

 OPPTS Draft Guideline 850.1400.

Vq_lume 45

MRID 45674016

CL 325,195-Eariy Life-Stage Toxicity Test with Sheepshead Minnow
(Cyprinodon variegatus), Report No. 13751.6130 (Janssen Rpt. No.
AGR384), December 13, 2001, Springbomn Laboratorles OPPTS Draft

Guideline 850.1400

MRID 45674017
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Volume 46

Volume 47

Volume 48

Volume 49

Daphnia magna reproduction test of CL 325,195, Report No WE-02-050
(Janssen Rpt. No. AGR292) February 15, 2002, LISEC, OPPTS Draft
Guideline 850.1300 o

MRID 43674018

CL 325 195-Toxrcxty to Amphlpods (Hyalella azteca) During a 10-Day
Sediment Exposure, Report No. 13751.6116 (Janssen Rpt. No. AGR
343), October 16, 2001, Springborn Laboratorres OPPTS Draft Guideline

- 850.1735.

MRID - 43674019

CL 325,195-Toxicity to Marine Amphipods (Leptocheirus plumulosus)
During a 10-Day Sediment Exposure, Report No. 13751.6117 (Janssen
Rpt. No. AGR 335), October 18, 2001, Springborn Laboratories, OPPTS
Draft Guideline 850.1740.

MRID 13674020

Data Evaluation Reports Issued to BASF Corporation and Cited by
Janssen Pharmaceutica Inc. for Satisfying Aquatic Acute LC50 Toxicity
Data Requirements for Bluegill and Daphnia magna for Metabolite
CL325,195, Guideline 72-1 & 72-2

MRID 45674021

Metabohte CL 322, 250

' Vofume 50

Volume 51

Acute toxicity of CL 322,250 for fish, Oncorhynchus mykiss, Report No.
WE-03-221 (Janssen Rpt. No. 286), January 9, 2002, LISEC, OPPTS
Draft Guideline 850.1075.

MR 45674022

Acute toxicity of CL 322 250 for fish, Lepomis macrochirus, Report No.
WE-03-228 (Janssen Rpt. No. AGR294), February 15, 2002 LISEC,
OPPTS Draft Guideline 850.1075 ,

MRID 45674023
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Volume 52 CL 322,250 - Acute Toxicity to Sheepshead Minnow (Cyprinodon
variegatus) Under Flow-Through Conditions, Report No. 137516122 .
(Janssen Rpt. No. AGR 367}, October 23, 2001, Sprmgborn l.aboratories,
QOPPTS Draft Gurdelme 850.1075.

43674101

MRID

" Volume 53 Acute toxicity of CL 322,250 for Daphnia magna, Report No. WE-01-251
(Janssen Rpt. No. AGR 298), December 7, 2001, LISEC, OPPTS Draft
Guideline 850.1010

VRID 45674102

Volume 54 CL322,250-Acute Toxicity to Eastern Oysters (Crassostrea virginica)
: Under Flow-Through Conditions, Report No. 13751.6123 (Janssen Rpt.
No. AGR 364), Decermnber 10, 2001, Springborn Laborator[es OPPTS
Draft Guideline 850.1025.

MRID 45674103

Volume 55 CL 322,250 - Acute Toxicity to Mysids tAmen'camysis bahié) Under Flow-
Through Conditions, Report No. 13751.6121 (Janssen Rpt. No. AGR
370), October 16, 2001, Sprangborn Laboratories, OPPTS Draft Guideline
850.1035.

MRID 43674104

Volume 56 Fish, Early-life Stage Toxicity Test of CL 322,250 (Danijo rerio), Report No.
: WE-05-005 (Janssen Report No. AGR 280}, February 22, 2002, LISEC
OPPTS Draft Guideline 850.1400.

MRID 45674105

Volume 57 - CL 322,250-Early Life-Stage Toxicity Test'with Sheepshead Minnow
- (Cyprinodon variegatus), Report No. 13751.6129 (Janssen Rpt. No. AGR
385), November 6, 2001, Springborn Laboratories, OPPTS Draft
Guideline 850.1400

33674106

MRID
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Volume 58

Volume 59

Volume 60

Daphnia magna reproduction test of CL 322,250, Report No. WE-02-052, -
(Janssen Rpt. No. AGR 292), April 15, 2002, LISEC, OPPTS Draft
Guideline 850.1300 -

MRID 45674107

CL 322,250-Toxicity to Amphipods (Hyé,'eﬂa azateca) During a 10-Day
- Sediment Exposure, Report No. 13751.6109 (Janssen Rpt. No. AGR
341), October 16, 2001, Springborn Laboratories, OPPTS Draft Gu1dehne

850.1735.
MRID 43674108

CL 322,250 - Toxicity to Marine Amphipods_(Leptocheirus.plumulosus)
During a 10-Day Sediment Exposure, Report No. 13751.6110 (Janssen
Rpt. No. AGR 333), October 18, 2001, Springborn Laboratories, OPPTS
Draft Gu1delme 850.1740.

MRID 43674109

Metabolite CL 322,248

Volume 61

Volume 62

Volume 63

" MRID

Acute toxicity of CL 322,248 for fish, Oncorhynchus mykiss, Report No.
WE-03-223, (Janssen Rpt. No. AGR296), December 10, 2001, LISEC, -
OPPTS Draft Guideline 850.1075

43674110

Acute toxicity of CL 322,248 for fish, Lepomis machrochirus, Report No.
WE-03-229, (Janssen Rpt. No. AGR294}, February 15, 2002, LISEC,
OPPTS Draft Guideline 850. 1075

456741 il
MRID '

Acute toxicity of CL 322,248 for Daphnia magna, Report No. WE-01-263,
(Janssen Rpt. No. AGR 298), April 15, 2002, LISEC, OPPTS Draft
Guideline 850.1010

MRID 43674112
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Volume 64

Volume 65

Volume 66

Daphnia magna reproduction test of CL 322,248, Report No. WE-02-054
(Janssen Rpt. No. AGR 292), February 15, 2002, LISEC, OPPTS Dfaft
Guideline 850,1300

45674113

MRID

CL 322,248 - Toxicity to Amphipods (Hyalella azateca) During a 10-Day

Sediment Exposure, Report No. 13751.6112 (Janssen Rpt. No. AGR
342), October 11, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1735.

MRID ReJ” (‘bi}

CL 322,248-Toxicity to Marine Amphipods (Leptocheirus plumulosus)
During a 10-Day Sediment Expesure, Report No.-13751.6113.(Janssen
Rpt. No. AGR 334}, October 11, 2001, Spnngborn Laboratories, OPPTS
Draft Guideline 850.1740. \

MRID . 45674114

PLANT PROTECTION/NONTARGET PLANTS (40 CFR 158.540)

Parent Compound R107894
Volume 67 R107894-Determination of Effects on Seedling Emergence of Rice (Oryza

Voiume 68

Volume 69

sativa), Report No. 13751.6127 (Janssen Rpt. No. AGR362), October 23,

12001, Springborn Labs, OPPTS Draft Guidelines 850.4100 and 850.4225.

MRID 45674115

R107894-Toxicity to Duckwéed Lemna gibba, Report No. 13751.6104,
(Janssen Rpt. No. AGR 337), April 24, 2001 Sprmgborn Laboratories,

~ OPPTS Draft Guideline 850.4400.

MRID 45674116

Alga, Qrowth inhibition test effect of R107894 technical on the growth of
Raphidocelis subcapitata, Report No. WE-06-261 (Janssen Rpt. No. AGR
300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID 45674117
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Volume 70 .

- MRID

Alga, growth inhibition test effect of R107894 technical on the growth of
Skefetonema costatum, Report No. WE-06-270 (Janssen Rpt. No. AGR
307), Aprit 15, 2002, LISEC, OPPTS Draft Guideline 850.5400

45674118

Metabolite CL 325 195

Volume 71

Volume 72

Volume 73

CL 325,195 - Toxicity to Duckweed, Lemna gibba, Report No. 13751.6115
{Janssen Rpt. No. AGR 344), October.23, 2001, Springborn Laboratories,
OPPTS Draft Guideline 850.4400.

Y 45674119

Alga, growth inhibition test effect of CL 325, 195 on the growth of
Raphidocelis subcapitata, Report No. WE-06-260, {Janssen Rpt. No-
AGR 300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID 45674120

Alga, growth inhibition test effect of CL 325,195 on the growth of
Skeletonema costatum, Report No. WE-06-269 (Janssen Rpt. No. AGR
309), Februarv 15, 2002, LISEC, OPPTS Draft Guideline 850.5400

MRID 45674121

Metabolite CL 322,250

Volume 74

CL 322,250-Toxicity to Duckweed, Lemna gtbba Report No. 13751.6108 -
(dJanssen Rpt. No. AGR 338), October 12, 2001, Springhorn Laboratorles
OPPTS Draft Guideline 850.4400.

'MRID 45674122

Volume 75

Volume 76

Alga, growth inhibition test effect of CL 322,250 on the growth of
Raphidocelis subcapitata, Report No. WE-06-262 (Janssen Report No.
AGR 300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID 45674123

Alga, growth inhibition test effect of CL 322,250 on the growth of
Skeletonema costatum, Report No. WE-=06-271, (Janssen Rpt. No. 309),
February 15, 2002, LISEC, OPPTS Data Guideline 850.5400

MRID 45674124
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Metabolite CL. 322,248
Volume 77 CL 322,248 - Toxucrty to Duckweed Lemna gibba Report No. 13751.6111

(Janssen Rpt. No. AGR 339), October 23, 2001, Springborn Laboratories,
OPPTS Draft Guideline 850.4400,

MRID 43674125

. Volume 78  Alga, growth inhibition tesi effect of CL 322,248 on the growth of
Raphidocelis subcapitata, Report No. WE-06-266 (Janssen Rpt. No. AGR
300), February 22, 2002, LISEC, OPPTS Data Guideline 850.5400.

MRID 45674126

‘Volume 78 Alga, growth i‘nhibition test effect of CL 322,248 on the growth of
) - Skeletonema costatum, Report No. WE-06-272, (Janssen Rpt. No. AGR
309}, February 15, 2002, LISEC,; OPPTS$ Draft. Guideline-850.5400:-

- 45674127

MRID

OCCUPATIONAL EXPOSURE

Volume 80 Screening level occupationai- exposure assessments forR107894
(CL.303268) as an anti-foulant in paint applied to underwater hulls, EXP
Project No. 47101, EXP Report No. 02001, January 11, 2002 EXP
~ Corporation, OPPTS Draft Guideline Series 875.

MRID 43674128 -

Please consider assigning priority review status to this action since it satisfies the

criteria as a TBTO replacement for anti-fouling use; TBTO will no longer be allowed by

the International Maritime Organization (IMO) after 2003. The USEPA Antimicrobial

Division has identified TBTO anti-fouling replacement products as a priority for receiving
- a high level of EPA resources in 2002-03 work plan.

Please contact me directly on any matters relating to this registration application. | can
be reached by phone at 609-730-2607.

Sincerely,

William R. Goodwine

Director
Plant & Material Protectmn Division

Page 15 of 16
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Tel  609/730-2607

Fax: 609/730-2411 -
Email: bhgoodwin@ijanus.inj.com
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PHARMACEUTICA INC,

JANSSEN

June 10, 2002

Mr. Marshall Swindel!

Product Manager Team 33 RIS

U.S. Environmental Protection Agency L

Office of Pestictde Programs

Antimicrobial Division (7510W) . seenes

Regulatory Management Branch || Seeels ’ .

1921 Jefferson Davis Highway ree .Sl

Arlington, VA 22202-4501 - vesee,

SUBJECT: ECONEA™ Technical (Janssen Code No. R107894) .
Application for Registration P

Resubmission of Rejected Studies

Dear Mr. Swindell:

As noted in EPA’'s May 20, 2002 Report of Analysis for Compliance with PR Notice

86-5. Janssen Pharmaceutica In¢ has corrected lhe rejected studies and their

deficiencies

The corrected studies enclosed are:

Volume 1 Preliminary Analysis and Certification of Inc-adient Limits for the
Technical Grade of AC 303268, Report No. APBR 1212, February 7.
2002, BASF, OPPTS Draft Guideline 830.1550, 830 1700 & 830.1750.

MRiD

Volume 2 Product Chemistry Data Requirements for the Manufacturing-Use
Product. Technical AC 303268: OPPTS 830.1600. "Description of
Materials Used to Produce Product” and OPPTS 830.1620, “Descnption
of Product Process, Report No. P-363.01, January 22, 2001, BASF.
OPPTS Draft Guideline 830.1600 & 830.1620.

MRID

2% VISE Ry FENGREBOURON ROAD
Pro3sCEan FICE F30X MO0
COPWSNVIERT MW IFRSEY L0 (00
TER A 200K

AT AL N IR RE D LY 31

57




e

Volume 39 Data Evaluation Reports Issued to BASF Corporation and Cited by
Janssen Pharmaceutica inc, for Satisfying Avian LD50 Data
Requirements for Mallard Ducks and Bobwhite Quail for AC303,63C
(R107884 and Metabolite CL 325,185), Guideline 71-1

MRID

Volume 65  CL 322,248 - Toxicity to Amphipods {(Hyalella azateca) During a 10-Day
Sediment Exposure, Report No. 13751.6112 (Janssen Rpt. No. AGR
342), October 11, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1735.

MRID

( can be reached by phone at 608-730-2607 if you have any questions.

Sincerely,

William R. Goodwine

Director

Plant & Material Protection Division
Tel: 609/730-2607

Fax: 608/730-2411

Email: bgoodwin@janus.ini.com
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£ e, 2 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
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Meeting Minutes {3/7/2001)

Sigma Coatings USA
P.O. Box816

1401 Destrehan Ave.
Harvey, LA 70059

Attn.; Mike Winter
and

Janssen Pharmaceutica

Attn.. W. Goodwine

Subject:  Pre-application Meeting For New Active Ingredient: AF028, and
New Antifoulant Paint Product: Sigma Nexxium
Meeting Held March 7, 2001

On the date referred to above members of the Antimicrobials Division (AD) held a
pre-application meeting with representatives from Sigma Coatings, Janssen Pharmaceutica, and
BASF Corporation. The attendees of the meeting are listed below:

USEPA/Antimicrobials Division
Marshall Swindell, Carlton Kempter, Karen P. Hicks, Jonathan Chen, Norman Cook, Kathryn
Montague, Najim Shamim, Doreen Aviado, Winston Dang, Karen Leavy, and Timothy McMahon.

Company Representatives:
Nys Jan (Janssen, Belgium), Bill Goodwin (Janssen, USA), Frederick Hess (BASF, USA),

Jane E. Harris (BASF, USA), Dolores A. Chiarello (BASF, UUSA), Mike Winter (Sigma Coatings).
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*Product ingredient source information may be entitled
to confidential treatment*

Pg 2
The following is a description of the discussions held and decisions made during the meeting:
Administrative

The new active ingredient AF028 (aka R107894) is intended for use in antifouling paint product.
The active is a metabolite of an insecticide currently registered with EPA  The registered insecticide
is an inactive precursor which is metabolized to form the new active ingredient. AF028 is intended to
control the growth of bamnacles. BASF will be manufacturing the new ai, Janssen will register the
technical grade active, and Sigma Coatings will register the end-use formula.

Sigma Coating’s proposed end-use formula will also contain the active ingredient Sea Nine 211
from _to contro| the growth of algae.. The initial end-use application will be for use on
commercial vessels, and gov,, and Navy ships. Sigma may seek use on pleasure crafts at a later date.
Janssen and Sigma expect to file for registration of the technical and end-use application by the fourth
quarter of this calender year. The new active is currently being used in Italy, Greece, and Spain for
antifoulant use (for the last year).

In preparation for the meeting the companies submitted a listing of all data they have generated in
support of the new active ingredient. These studies should be submitted in support of the TGAI in
addition to the missing studies indicated below.

Toxicology

The new active ingredient functions by uncoupling oxidative phosphorilation in the mitochondria
of cells. The level of toxicity is directly proportional to the rate of conversion of the precursor/parent
compound to the new active. The conversion rate varies between species and sex.
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To support the insecticide registration, BASF has conducted a number of toxicity studies on the
precursor/parent compound. The company has calculated that the toxicity of the parent compound
comes from the amount of the new active which is formed from cellular metabolism. On this basis
the company proposes to use the current toxicity data on file with the agency for the parent
compound. They will submit a justification for such an approach and copies of the completed science
reviews for their toxicity data. AD indicated that this information will be reviewed at the time the
application submittal.

The companies have generated acute toxicity data on the parent compound, the new active
ingredient, two of the metabolites of the new active, and the end-use paint formulation. A complete
data set may not be available for each of the above. The Skin Irritation study is missing for each,

Chemistry and Environmental Fate

Data was conducted on the actual new active ingredient and has not been reviewed by the
Registration Division. Janssen has a complete chemistry data set on the new active, and Sigma has
chemistry on the end-use formulation.

BASF did not conduct a Bioaccumulation study as they considered it not required because the
POW under environmental conditions (pH 8 and higher) is lower than 3. AD indicated that we will
determine if this rationale is correct. AD prefers to have the study.

A Photolysis study was not conducted because of the calculated short half-life in water. AD
indicated that we will discuss this issue in house, but that the company should submit a complete
rationale for a waiver of the study.

AD indicated that a paint leaching study will be needed. The company agreed to conduct the
study. Sigma indicated that they are currently developing paint leaching studies at Case Laboratories

(NJ)-
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Fish and Wildlife

AD/RASSB has determined that the following studies are QUTSTANDING and must be submitted to
support the registration of this antifoulant (parent compound):

72-3a Estuarine/marine organism acute toxicity testing--fish

72-3b Estuarine/marine organism acute toxicity testing--oyster

72-3¢ Estuarine/marine organism acute toxicity testing--mysid

123-1 Terrestrial Plant Tier I Seedling Emergence test--rice (Oryza sativa) only

123-2 Aquatic Plant Tier II Testing--2 outstanding species (I diatom and I blue-green alga)

The company has also agreed to submit a rationale for ecological effects toxicity testing with one or

more of the degradates of this chemical . Additional data may be required pending review of this
rationale.

Additionally, any data listed in the chart (provided with original meeting material) that the company
has already generated or agreed to generate should be submitted.

Human Exposure

The companies were informed that they must submit application and post-application
exposure information as follows:

Technical Bulletin
Product use information (TGAI & End use products)
Description of Human Activities

Application and post-application exposure test guidelines can refer to:
www.epa,gov/docs/OFPTS_Harmonize...ential_Exposure Test_Giidelines/Series
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If the company intends to conduct an exposure study they should submit a testing protocol
first, and consider the following areas of worker exposure for evaluation: manufacturing of the paint,
application of paint, and post-application of paint.  AD discussed possible submission of a2 “human
heaith exposure risk assessment” in lieu of conducting a dermai/inhalation exposure monitoring study
once the Agency has reviewed the toxicity data and established toxicological endpoint.
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PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

Mr. W1llxam Goodwine '
Senior Director of the Plant & Material Protectlon Dmsmn for,

Janssen Pharmaceutica, Inc.
1125 Trenton-Harbourton Road
Titusville, NJ 008560
- Subject: ECONEA TM Technical
- EPA File Symbol 43813-ET
Your Application Dated June 2™, 2003
EPA Received Date June 4%, 2003

. The application referred to above, submltted in connection with registration under the Federal
Insecticide, Fungicide, and Rodenticide Act(FIFRA), as amended; is incomplete.

Upon conducting a review of the submitted studies, the following comments apply:

Adsorption/Desorption of the Hydrolysis Products Study for ECONEA:
This study is classified as acceptable and satisfies the gmdelme requirement for an
adsorption/desorption study in sediments,
Adsorption/Desorption Sfildy for ECONEA:
This study is-cla{isiﬁéd as acceptable and satisfies the guideline requirement for
adsorption/desorption study in sediment.
Anaerobic Degradation Study for ECONEA:

This study is classified as acceptable and satisfies the guideline requirement for anaerobic de-
gradation study in two water-sediment systems.




- Hydrolysis Data for ECONEA'

This Hydrolysis study SatlSﬁeS the data requirements and the findings/conclusions are
scientifically sound.

Aerobic Degradation Study for ECONEA:

This study is classified as acceptable and satisfies the guideline requirement for aerobic bio-
transformation study in two watcr-sedlment systems. - _

Thank you for your submission of revised product labeling, It will be used during review of
your application

The product mentioned above has not passcd the chemical screen; however based upon our
agreement to initiate a review of all submitted data, except toxicity data due to missing studies,
data reviews are still being processed.

As per our letter of March 8%, 2003, due to the unusual circumstances associated with this new
active ingredient, the Agency is “still reviewing the ecological effects data and end-use application
into review in the absence of a complete data package. Normally, a new active ingredient
submission must be complete package before the Agency will start its review process.

Pleasa note that when toxicology data are . submitted thcy will be placed into review ona track
independent of the environmental and other reviews,

The product may not be lawfully distributed in interstate commerce until thc above
dlscrepanc1es have been cla.nﬁcd :

If you have any questions concerning this letter please contact Karen M. Leavy-Munk at
(703)-308-6237. :

Sincerely yours,

Do)

Marshall Swindell

Product Manager 33

Regulatory Management Branch |
- Antimicrobial Division(7510C)
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Mr. William Goodwine

Senior Director of the Plant & Material Protection Division for,
Janssen Pharmaceutica, Inc.

1125 Trenton-Harbourton Road

Titusville, NJ 008560

Subject; ECONEA TM Technical
EPA File Symbol 4381 3-ET
Your Application Dated June 2, 2003
EPA Received Date June 4", 2003

The application referred to above, submitted in connection with registration under the Federal
Insecticide, Fungicide, and Rodenticide Act(FIFRA), as amended, is incomplete.

Upon conducting a review of the submitted studies, the following comments apply:

Adsorption/Desorption of the Hydrolysis Products Study for ECONEA:

This study is classified as acceptable and satisfies the guideline requirement for an
adsorption/desorption study in sediments,

Adsorption/Desorption Study for ECONEA.:

This study is classified as acceptable and satisfies the guideline requirement for
adsorption/desorption study in sediment.

Anaerobie Degradation Study for ECONEA:

This study is classified as acceptable and satisfies the guideline requirement for anaerobic de-
gradation study in two water-sediment systems.
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Hydrolysis Data for ECONEA:

This Hydrolysis study satisfies the data requirements and the findings/conclusions are
scientifically sound.

Aerobic Degradation Study for ECONEA:

This study is classified as acceptable and satisfies the guideline requirement for aerobic bio-
transformation study in two water-sediment systeins.

Thank you for your submission of revised product labeling. It will be used during review of
your apphcation.

The product mentioned above has not passed the chemical screen; however, based upon our
agreement to initiate a review of all submitted data, except toxicity data due to missing studies,
data reviews are stil] being processed.

As per our letter of March 8%, 2003, due to the unusual circumstances associated with this new
active ingredient, the Agency is still reviewing the ecological effects data and end-use application
into review in the absence of a complete data package. Normally, a new active ingredient
submission must be complete package before the Agency will start its review process.

Please note that when toxicology data are submitted they will be placed into review on a track
independent of the environmental and other reviews.

The product may not be Jawfully distributed in interstate commerce until the above
discrepancies have been clarified.

If you have any questions concerning this letter, please contact Karen M. Leavy-Munk at
(703)-308-6237.

Sincerely yours,

é%/ / M&;}

Marshall Swindell

Product Manager 33

Regulatory Management Branch I
Antimicrobial Division(7510C)

68




SEPA

mw Pretzction
Agency

Date:  4/19/04
SUBJECT: Econea Ecotoxicity Studies Submitted in Support of Antifoulant Paint Use

DP Barcodes:; 289026, 290345, 292015
PC Code: 119093

FROM: Richard C. Petrie, Team 3 Leader, Agronosnjst QC*@; 11‘/’ ,/ Al
Kathryn Montague, Biologist M-ﬁﬂf;? }’ //7?%?%"{{ 4}/}0 /ga.{

OPP/ADYRASSB
Amtimicrobial Division (7501C)

THRU : Norm Cook. Y G q./w 204.—
Chief, RASSB '

Antimicrobial Division (7501C)

TO: Marshall Swindcll, RM 33
Antimicrobial Division (7501C)

‘The RASSB hasreviewed ecotoxicity studies submitied in support of chlorfenapyr (Econea)
registration as an antifoulant paint. Numerous aquatic animal, plant and whole sediment toxicity
tests were submitted for the active ingredient R107894, the first primary degradate CL 322,250, and
two additional degradates C1.322,248 and CIL. 325,195. A total of 67 siudies were reviewed. See
the “Status/Results of Submitted Econea Ecological Effects Studies - 4/13/04" below:
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Status/Results of Submitted Econea Ecological Effects Studies

Econea Technical (R107894, AC303,268)

Duckweed

Study Spectes MRID Status Results
Avian acute oral bobwhite 434928-09 Core LD50 =247, NOEL = 6 mg/kg
Avian acute oral mallard 434928-08 Core L350 = 77, NOEL = 20 mg/kg
FW fish acute bluegill 456740-02 7 | Invalid
FW fish acute trout ssera0-01 | Tnvalid
FW invert acute daphnid 456740-04 \; Invalid
457069-01 Invalid
FW fish ELS zebra fish | 458939-01 \/ Core NOEC=0.17 MATC = 0.25 ug/L.
FW invert life cycle | daphnid 156740.08 ¥ | tovalid
ME fish acute sheepshead 456740—03‘/ Supplemental | LD5S0 = 23,71, NOEC = 10 ug/L.
ME mollusk acute E. oyster 456740~05\'/‘ Supplemental | EC50 = 0.62, NOEC, 0.19 ug/L
ME invert acute mysid 456740-06Y Core LD50 = 0.94 ug/L.
ME fish ELS Sheepshead { 456740.07 v , Core NOEC= 4,3, LOEC=8.7ug/L
ME invert lifecycle | mysid 45674009 V| Supplemental | NOEC = 0.25, MATC = 0.36 ug/L.
Whole sediment, Hyalella 456740-10 V Core - LC50 =2.2, NOEC = 1.0 mg ai/l,
FW
J

Whole sediment, Leptocheir [ 456740-11 r/ Core LC50= 1.1, NOEC = 0.50 mg ai/l.
ME us )
Green alga Selenastru | 456741-17 \/ Supplemental | EC40 = 4.49 NOEC = 3.1 ug/L

m
Bluc-green Anabaena | 458939-02 v | Core EC50 = 350, NOEC =9.2 ug/L
cyanobacteria y
FW diatom Navicula 458939-03 v Core EC50=5.5, NOEC=0.99 ug'L
ME diatom Skeletonem | 456741-18 / Supplemental } EC50 =288, NOEC=0.54 ug/L

N 2,
Seedling emergence | Rice 456741-15 “//- Core <25% inhib at 170 ug/L

Lemna g. 456741-16 v Core EC50 = 87.2, NOEC = 22.0 ug ailL




Major Degradate, CL 322,250

Study Species MRID Status Results

FW fish acute bluegill 456740-23 “// Invalid

FW fish acute trout 45674(0-22 v Invalid

FW invert acute daphnid 456741-02 ;/ Supplemental | LD50 = (.65, NOEC <0.43 mg/L

457069-03 Supplemental | LD50 = 1.57 mg/L

FW fish ELS zebrafish | 456741-05 / Invalid

FW invert life cycle | daphnid 456741-07 ‘// Invahid

ME fish acute sheepshead | 456741-01 v Supplemental | LD30 >0.95, NOEC = (195 mg/L.

ME mollusk acute E. oyster 456741-03 v Core- EC350=0.31, NOEC=0.046 mg/L

ME invert acute mysid 456741-04 v Core LD56 = 0.57, NOEC, 0.41 mg/LL

ME fish ELS Sheepshead | 456741-06 v Core NOEC = (1.24, MATC = 0.35 ug/L

Whole sediment, Hyalella 45674]-08\/ Cort LC50 = >35,0, NOEC = >35.0 mg

FW ai/L

Whole sediment, Leptochair | 456741-09 \/ Coré LC56 =>70.0, NOEC = >70.0 mg

ME us ai/L.

Green alga Selenastru | 45674123 v Supplemental | EC40 > 4.54, NOEC = 1.15 mg/L
m

Blue-green Anabeana | 45893907 V| Supplemental | EC50 > 0.83, NOEC = 0.83 mg/L

cyanchacteria ‘

FW diatom Navieula | 458939-08 Supplemental | EC50 > 0.93, NOEC=0.93 mg/L

ME diatom Skeletonem | 456741-24 \/ Supplemental | EC50=1.14, EC05 = (.18 mg/L
a

Duckweed Lemna g, 456741-22 4 Supplemental | EC50 =>0.99, NOEC = 0,53 mg ai/L
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Minor Degradate, CL325, 195

Seudy Species MRID Status Results
Avian acute oral bobwhite 444526-11 Core LD350 = 741, NOEC = 192 mg/kg
Avian acute oral Mallard 444526-12 Core L.D50 > 2250, NOEC = 2250 mg/kg
FW fish acute bluegill 444526-17 | invalid
FW fish acute trout 456740-01 Pé%f Invalid
FWinvertacute | daphnid | 444526-18 é, nvalid
457069-02 4 Supplemental | LD50 = 3.57 ug/L

FW fish ELS zebra fish | 456740-16 v } Tnvalid
FW invert life cycle | daphnid 456740-18 V’:/ Invalid
ME fish acute sheepshead | 456740413 / / Supplemental | LD50 >16, NOEC = 16 mg/L
ME mollusk acute E. oyster 456740-14 Y Core EC50>14, NOEC=6.9 mg/L
ME invert acute mysid 45674015 4 Core LD50 = 12.0, NOEC = 10.0 mg/L
ME fish ELS dSheepshea 456740-17 ¥ | Core NOEC = 1.3 MATC = 1.9 mg/L
Whole sediment, Hyalella 456740-19 4 Supplemental | LC50 = >49.0, NOEC = 49.0 mg ai/L,
Fw
Whole sediment, Leptocheir | 456740-20 v Core LC50 = >27.0, NOEC =>27.0 mg
ME us aifl.
Green alga Selenastru | 45674120 v Supplemental | EC50=0.44, EC05 = 0.23 mg/L

m
Blue-green Anabaena | 459452-01% | Core EC50= 6.5, NOEC = 1.40 mg/L
cyanobacteria
FW diatom Navieula | 458939.06 ¥ | Core EC50= 1.51, NOEC=0.85 mg/L.
ME diatom Skeletorremr | 45674121 \'/ Supplemental } EC50 = 0.47, NOEC<0.28 mg/L

a
Duckweed Lemna g. 45674119 V/ Core EC50 = 13.0, NOEC = 5.9 mg ai/L
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Additional Degradate, C1. 322,248 (not found in fate studies)

Study Species MRID Status Results
FW fish acute bluegill 456741-11 \/ Invalid
FW fish acute trout 456741-10 v Invalid
FW invert acule daphnid 456741-12 " | Supplemental | LD50 = 16.8 mg/L
FW invert life cycle | daphnid 456741-13 v Supplemental { NOEC,1.37, MATC = 3.85 mg/L
Whole sedimem, Hyalella 456958-04 '-‘/ Supplemential | LCS0 =>49.0, NOEC = 49,0 mg ai/L.
FW
Wheole sedimenl, Leptocheir | 456741-14 v Core LC50 =>75.0, NOEC = >75.0 mg
ME us ai/L,
Green alga Selenastrn | 456741-26 7/ Suppiemental | EC40 > 1.99, NOEC = 1,99 mg/L
m
Blue-green Anabeana | 458939-04 v Supplemental | EC50 > 1.0, NOEC = 1.0 mg/L
cyanobacleria
FW diatom Navicula 458839.05 v Supplemental | EC50 > 0.98, NOEC=0.98 mg/L
ME diatom Skeletonem | 45674127 v/ | Supplemental | EC50 = 1.20, NOEC=0.16 mg/L
a
Duckweed Lemna g 456741-25 v Supplemenial | EC50 =>0.93, NOEC = 0.93 mg ai/L.

The following table lists outstanding ecotoxicology studies. RASSB had determined that due
to rapid degradation of R107894 to CL322,250 many of the acute and chronic toxicity tests must be
repeated (invalid or supplemental ratings). Fish and oyster BCF’s are also required for these two
chemicals. The CL322-248 degradate, which is the debrominated form of CL322,250 found under
anaerobic conditions and in saltwater, is a toxicity concern as well.

Further, bromine released during the degradation process must be characterized by the
registrant. A significant amount of bromine could be toxic to aquatic plants and animals and may
necessitate ecotoxicity testing for nisk assessment.
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Econca - OQutstanding Eco Effccts Data

Econea Technical (aka R107894, AC303,268)

Study Species Status
Avian dietary - 850.2200 bobwhite Reserved 754/7/&(?? Feel)
Avian dietary - 850.2200 mallard Required o
FW fish acute -850.1075¢ bluegill RequiredHY 4651 F hod wrm b
FW fish acute - 850.1075 \/ ) trout Required & $5 % 40 oc’f)}’;n Vi (ed
FW invert acute - 850.1000 ¥ daphnid Required 45T FOLT~LZ cppl i/
FW invert life cycle - 850.1300 v daphnid Required //$321//-/ Suuuollyl
Fish BCF - 850.1730 bluegill Required
Oysier BCF - 850.1710 £. oyster Required
Green Algae - 850.5400 Selenastrum capricornuium | Required ‘
Marine diatom - 850.5400 Skeletonema costatum Requiredile 2 ?*‘1’1‘ =f &
Major Degradate, C1. 322,250
Study Species Status
Avian acuie oral - 850.2100 mallard Required
Avian dietary - 850.2200 bobwhite Reserved
Avian dietary - 850.2200 mallard Required
FW fish acute - 850.1075 /" bluegill Reguired ﬁ"’ﬁ’-;%o,_; &
FW fish acute - 850.1075 /" v trout Required L&iéﬁg:{gw
FW invest acute - 850.1010 daphnid Required Y62 14 J -p¢ NI
FW fish ELS - 850.1400 %" zebra fish Required
FW invert life cycle - 850.1 300+ dapbnid Requireddf "4 o o 0t !';‘?"Qaid‘
ME fish acute - 850.1075 \\/ sheepshead Required 245}, 744-D (fﬁ?ﬁé ‘:‘(
ME invert lifecycle - 850.1350 mysid Required
Fish BCF - 850.1730 bluegill Required
Oyster BCF - 850.1710 E, oyster Required

—

Marine diatom - 850.5400

Skeketonemao casiarum

Required “/SE}/~273,, e
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Degradate, CL 322,248 (de-brominated C1.322,250 - found in saltwater and anaerobic

conditions)

Study Species MRID

Avian acute oral - 350.2100 mallard Required

Avian dietary - 850.2200 bobwhite Required

Avian dietary - 850.2200 mallard Reguired

ME #ish acute - 850.1075 sheepshead Required

ME moltusk acute - 850.1025 E. oyster Required

ME invert acute - 850.1035 mysid Required

ME fish ELS - 850.1075 Sheepshead Required

ME invert lifecycle - 850.1350 ¢ mysid Required 45604 toag

See current OPP policy regarding use of dechlorinated water int freshwater aquatic toxicity tests below.

U. 8. ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 26466

MEMORANDUM

OFFICE OF
PREVENTION, PESTICIDES
AND TOXIU SUBSTANCES

DATE:

SUBJECT: Use of dechlorinated water in freshwater aquatic toxicity tests

FROM: The Aquatic Technical Team

Environmental Fate and Effects Division

THROUGH: Aquatic Technical Team Co-chairs

Thomas M. Steeger, Fishery Biologist

Brian Montague, Fishery Biologist

TO: Mary Frankenberry, Chairperson

Science Policy Panel
Environmental Fate and Effects Division

September 10, 1999
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The Aquatic Biology Technical Team (ABTT) has reviewed the issues regarding the use of
dechlorinated water in freshwater aquatic toxicity tests and believes that it is necessary to
recommend a consistent policy in EFED regarding studies that use dechlorinated water. Currently
there is inconsistency in the classification of aquatic toxicity tests where dechlorinated water has
been used; e.g., some scientists reject the study, wheres others accept the study with admonishment
against its use in testing.  The purpose of this memo is to clarify EFED policy on the use of
dechlorinated water in aquatic laboratory testing, both acute and chronic and thereby establish
consistency among scientists in the handling of studies where dechlorinated water is used.
Regardless of whether the test species is fish, macroinvertebrates or amphibians, if dechlorinated
water is used in aguatic toxicity tests, it must be shown that first instar daphnids can survive
unencumbered in the test water for 48 hours without food; otherwise, residual chiorine must be
measured to demonstrate that it falls below specific levels. If a study fails to comply with these
criteria, it should be classified as invalid since the effects of residual chlorine could not be dismissed.

It is generally recognized that chlorine-produced oxidants are toxic to aguatic animals.
Chlorinated water should not be used in aquatic testing because the process of dechlorination is often
incomplete. EPA’s 1994 Reregistration Rejection Rate Analysis states the Agency strongly
recommends against the use of dechlorinated water, and that if its use cannot be avoided then the
biological responses for the control organisms and chemical analyses must meet acceptable criteria
(undefined in document). ASTM E 729 -88a (Standard Guide-for Conducting Acute Toxicity Tests
With Fishes, Macroinvertebrates, and Amphibians; 1989) states that if dechlorinated water is used,
either (g} it must be shown that a sensitive aquatic species will survive, grow, and reproduce
acceptably init, or (3) it must be shown at least three times each week on nonconsecutive days that
in fresh samples of dilution water either (J} Acartia tonsa, mysids (less than 24-h post release from
the brood sac), bivalve mollusc larvae, or daphnids (less than 24-h old) do not show more signs of
stress, such as discoloration, unusual behavior, or death, when held in water for at least 48 h without
food than when similarly held in water that was not chiorinated and dechlorinated, or (2 the
concentration of residual chlorine in fresh water is less than 11 ug/l or the concentration of chlorine-
produced oxidants in salt water is Iess than 7.5 ug/l. EPA’s 1975 publication (EPA-660/3-75-009;
Methods for Acute Toxicity Tests With Fish, Macroinvertebrates, and Amphibians) states “If a
dechlorinated water is used, at the beginning of STATIC tests and daily during FLOW-THROUGH
tests either it must be shown that first instar daphnids can survive in it for 48 hours without food or
residual chlorine must be measured.”

It is clear from the preceding discussion that either residual chlorine levels must be
documented or toxicity tests on daphnids must be conducted to establish that chlorine residues had
no effect. Failure to comply with these testing requirements if dechlorinated water is in use, would
confound efforts to distingnish between what may be treatment effects and effects due to residual
chlorine. In cases where dechlorinated water was used and the recommended tests regarding the
effects of residual chlorine were not performed, the Aquatic Biology Technical Team recommends
that the study be classified as invalid.
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MEMORANDUM:

SUBJECT:

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

January 22, 2004

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

Review of Adsorption/Desorption of the Hydrolysis Products Study for
ECONEA™ Technical Containing AC 303268 Antifoulant
TO: Marshall Swindell, Product Manager, Team 33
Regulatory Management Branch |
Antimicrobials Division {75 10C)
FROM: Srinivas Gowd, MicrobiologistChemist Sniwival Ger88.0n 1230y
Risk Assessment and Science Support Branch (RASSB)
Antimicrobiais Division {7510C})
THRU: Siroos Mostaghimi, Acting Team Leader, Team One ledé,%g: TAPAY /OQ_..
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (75 10C)
Norm Cook, Chief ‘}flw 3/?,5
Risk Assessment and Science Support Branch (RASSB)
Antimnicrobials Division (7510C)
DP Barcodes: D289027 EPA File Symbol: 43813-ET
Decision #: 220066 MRID No.: 456739-14
Case Type: New Registration Data Submitter: Janssen Pharmaceutica Inc.

PC Codes: 119093

CAS#H: 122454-29-9

Chemical Name: 1H-Pyrrole-3-carbonilrile, Common Name: AC303268
4-bromo-2-{4-chlorophenyl)-5-(trifluoromethyl)-
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INTRODUCTION:

Janssen Pharmaceutica Inc. has submitted the adsorption/desorption of hydrolysis products of the active
ingredient, 1H-Pyrrole-3-carbonitrile,4-bromo-2-(4-chlorophenyl)-3-(trifluoromethyl)- (also known as
AC 303268) study to meet the U.S, Environmental Protection Agency’s Environmental Fate Data
Requirements published in Pesticide Assessment Guidelines, Subdivision N, § 163-1 in support of new
registration of ECONEA™ Technical, EPA File Symbol 43813-ET, for formulation of antifouling
treatment products. The submitted adsorption/desorption of the hydrolysis products of AC303268 (in
sediment) study has undergone review by Srinivas Gowda of Antimicrobials Division’s Risk Assessment
and Science Support Branch.

BACKGROUND:

1H-Pyrrole-3-carbonitrile, 4-bromo-2-(4-chlorophenyl)-5-(trifluoromethyl)- is a new active
ingredient in ECONEA™ Technical Anti-fouling Preservative. It is also known as AC303268.

CONCLUSIONS:

la. The adsorption Freundlich constants were K~=I18% in sandy loam, K=357 in silt loam, K=14 in
sand, and K=119 in loam sediments.

1b.  The adsorption coefficient K, values ranged from 132 to 179 in sandy loam, 266 to 383 in
silt loam, 7 to 10 in sand, and 97 to 114 in loam sediments. The adsorption K, values
ranged from 6000 to 8136 in sandy loam, 13275 to 19150 in silt loam, 1000 to 1429 in
sand, and 2772 to 3257 in loam sediments.

2a.  The desorption coefficient K values ranged from 152 to 266 in sandy loam, 379 to 635 in
silt loam, 11 to 16 in sand, and 136 to 174 in loam sediments, The desorption K, values
ranged from 6887 to 12091 in sandy loam, 18950 to 31725 in silt loam, 1571 to 2286 in
sand, and 3886 to 4972 in loam sediments. The desorption K, and K values were
higher than those obtained for adsorption.

RECOMMENDATIONS:

This study is classified -as acceptable and satisfies the guideline requirement for an adsorption/desorption
study in sediments. RASSB recommends that the Adsorption/Desorption (of the Hydrolysis
Products of AC 303268 in fresh and marine water sediments) studies be accepted in support of
ECONEAT™ Technical MUP registration.

ADSORPTION/DESORPTION OF THE HYDROLYSIS PRODUCTS

DATA EVALUATION REPORT
PRODUCT FORMULATION: ECONEA™ Technical Anti-Fouling Preservative
ACTIVE INGREDIENT: | H-Pyrrole-3-carbonitrile,4-bromo-2-(4-chlorophenyl}-3-

{triflucromethyl), also known as AC 303268
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BACKGROUND: The study was submitted to evaluate the adsorption/desorption of the
hydrolysis products of the active ingredient AC 303268 in sediments. The study was conducted
according to the Environmental Protection Agency’s Environmental Fate Data Requirements
published in Pesticide Assessment Guidelines, Subdivision N, § 163-1.

CITATION:

Mackie, J.A. 1999. Adsorption/Desorption of the Hydrolysis Products of {"“C}-R-107894 in
Sediments. Inveresk Research, Tranent, EH33 2NE, Scotland. Inveresk Report No. 16693.
Inveresk Project No. 390770. Sponsor: Janssen Pharmaceutica N.V., Turnhoutseweg 30, B-
2340 Beerse, Belgium. January 22, 1999,

EXECUTIVE SUMMARY:

The adsorption/desorption characteristics of the hydrolysis product of ['“C]-R10789%4 (i.e., [“C]-
CL 322,250) were studied in a sandy loam fresh water sediment (pH 6.5, 2.2% organic carbon)
and a silt loam fresh water sediment (pH 4.2, 2.0% or ganic carbon) both from the Scottish
Agricultural College in Auchincruive, Scotland; and a sand marine sediment (pH 7.1, 0.7%
organic carbon) and a loam marine sediment (pH 7.7, 3.5% organic carbon) from Orkney Water
Test Centre in Orkney, Scotland and University Marine Biological Station Millport, Isle of
Cumbrae, Scotland, respectively, in batch equilibrium experiments. The experiment was
conducted in accordance with the OECD Guidelines for the Testing of Chemicals, Document 106
(1980), EC Directive 91/414, EPA Pesticide Assessment Guidelines, Subdivision N, Paragraph
163-1 and the OPPTS 835.1220 Guidelines (Januvary 1998), and in compliance with the GLP
requirements as specified in 40 CFR Part 160.

The adsorption phase of the study was carried out by equilibrating oven-dried fresh water
sediments with ["*C3}-CL 322,250 at 0.433, 0.248, 0.100, and 0.051 pg/g (expressed as R107894
equivalents) and oven-dried marine sediments with [*C}-CL 322,250 at 0.451, 0.249, 0.090, and
0.050 pg/g (expressed as R107894 eguivalents) in the dark at 20°C for 16 hours. The
equilibrating solution used for the fresh water sediments was 0.01M CaCl, and seawater for the
marine sediments, with a soil/sediment ratio of 2 grams sediment: 10 grams solution. The
desorption phase of the study was carried out by adding a weight of 0.01M calcium chloride or
seawater, approximately equal to that removed as supernatant during the adsorption phase of the
study, to duplicate tubes for each sediment type. The tubes were shaken in the dark at 20°C for

16 houss.

The supernatant solution after adsorption and desorption was separated by centrifugation.
Duplicate aliquots of the supematant were analyzed by LSC. Each sediment pellet was extracted
with acetonitrile for 1 hour, the extracts were separated by centrifugation, and duplicate aliguots
were analyzed by LSC. For each individuval sediment, an aliquot of the extract was concentrated
under nitrogen and characterized and quantified by HPLC (Hewlett-Packard 1050 series
equipped with a UV detector set at 280 nm) and TLC (Molecular Dynamics Phosphor Imager).
The "“C in the sediment residue after the adsorption and desorption steps was determined by
combustion (Packard Sample Oxidiser, Model 306). The combusted products were absorbed in
Carbo-Sorb®, mixed with Permafluor®E" and the radioactivity was determined by LSC. The
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adsorption parameters were calculated using the Freundlich adsorption isotherm.

The stability of the test material in the presence of sediment, following equilibration, was
investigated by HPLC. Under the conditions of the test, [*C]-CL 322,250 was shown to be
stable. The mass balance at the end of adsorption phase of the study was 97.8, 91.8, 93.3, and
93.3 percent of the applied radioactivity in sandy loam, silt loam, sand, and foam sediments,
respectively. The mass balance at the end of desorption phase was 99.9, 93.8, 96.3, and 98.7
percent of the applied radioactivity in sandy loam, silt loam, sand, and loam sediments,
respectively.

After 16 hours of equilibration, 96.4, 96.5, 97.0, and 97.3 percent of the applied radioactivity
(expressed as R107894 cquivalents) was adsorbed in sandy loam sediment at initial
concentrations of 433, 248, 100, and 51 ng equiv/g, respectively. After 16 hours of equilibration,
98.2, 98.3, 98.6, and 98.7 percent of the applied radicactivity was adsorbed in silt loam sediment
at initial concentrations of 433, 248, 100, and 51 ng equiv/g, respectively. After 16 hours of
equilibration, 58.1, 60.2, 61.2, and 67.1 percent of the applied radioactivity was adsorbed in sand
sediment at initial concentrations of 451, 249, 90, and 50 ng equiv/g, respectively. After 16
hours of equilibration, 95.1,95.4, 95.4, and 95.8 percent of the applied radioactivity was
adsorbed in loam sediment at initial concentrations of 451, 249, 90, and 50 ng cquiv/g,
respectively. The adsorption Freundlich constants were K= 189 (1/n = 0.864) in sandy loam, K
=357 (1/n=10.859) insilt loam, K;= 14 (1/n = 0.857) in sand, and K= 119 (1/n=0.935) in
loam sediments.

The adsorption coefficient K, values ranged from 132 to 179 in sandy loam, 266 to 383 in silt
loam, 7'to 10 in sand, and 97 to 114 in loam sediments. The adsorption K, values ranged from
6000 to 8136 in sandy loam, 13275 to 19150 in silt loam, 1000 to 1429 in sand, and 2772 to
3257 in loam sediments.

After 16 hours of equilibration, 3.15, 2.68, 2.00, and .82 percent of the adsorbed radioactivity
was desorbed in sandy loam sediment at initial concentrations of 433, 248, 100, and 51 ng
equiv/g, respectively. After 16 hours of equilibration, 1.30, 1.18, 0.85, 0.78 percent of the
adsorbed radioactivity was desorbed in silt loam sediment at initial concentrations of 433, 248,
100, and 51 ng equiv/g, respectively. After 16 hours of equilibration, 18.5, 18.4, 18.9, and 16.1
percent of the adsorbed radioactivity was desorbed in sand sediment at initial concentrations of
451, 249, 90, and 50 ng equiv/g, respectively. After 16 hours of equilibration, 3.50, 3.30, 3.22,
and 2.76 percent of the adsorbed radioactivity was desorbed in loam sediment at initial
concentrations of 451, 249, 90, and 50 ng equiv/g, respectively.

The desorption coefficient K, values ranged from 152 to 266 in sandy loam, 379 to 635 in silt
loam, 11 to 16 in sand, and 136 to 174 in loam sediments. The desorption K values ranged
from 6887 to 12091 in sandy loam, 18950 to 31725 in silt loam, 1571 to 2286 in sand, and 3886
to 4972 in loam sediments. The desorption K and K values were higher than these obtained
for adsorption.
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Results Synopsis:

Sediment type:

Amount adsorbed:

Adsorption K
Adsorption K .:

Amount desorbed:

Desorption Ky
Desorption K

Sediment type:

Amount adsorbed:

Adsorption K
Adsorption X

Amount desorbed:

Desorption K
Desorption K,;:

Sediment type:

Amount adsorbed:

Adsorption K
Adsorption K.,..:

Amount desorbed:

Desorption K
Desorption K

Sediment type:

Amount adsorbed:

Adsorption K,:
Adsorption K,

Amount desorbed:

Desomtion K :
Desorption K:

Sandy Loam

96.4 to 97.3% as percentage of the applied
132t0 179

6000 to 8136

1.82 to 3.15% as percentage of the adsorbed
156 to 266

6887 to 12091

Silt Loam

08.2 to 98.7% as percentage of the applied
266 to 383

13275 to 19150

0.78 to 1.30% as percentage of the adsorbed
379 to 635

18950 to 31725

Sand

58.1 to 67.1% as percentage of the applied
7to 10

1000 to 1429

16.1 to 18.9% as percentage of the adsorbed
11to 16

1571 t0 2286

Loam

95.1 to 95.8% as percentage of the applied
97t 114

2772103257

2.76 to 3.50% as percentage of the adsorbed
136 to 174

3886 to 4972

Study Aeceeptability: This study is classified acceptable and satisfies the guideline requirements
for an adsorption/desorption study in sediments.

. MATERIALS AND METHODS

GUIDELINE FOLLOWED: The study was conducted in accordance with the

OECD Guidelines for the Testing of Chemicals,
Document 106 (1980}, EC Directive 91/414, EPA
Pesticide Assessment Guidelines, Subdivision N,
Paragraph 163-1 and the OPPTS 835,1220
Guideline (January 1998).
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The Deviations from guidelines included: 1) no
control solutions were tested in the study; 2)
complete sediment properties and storage conditions
were not reported; and 3) the three sediments
selected were slightly different than those
recommended by the guidelines. These deviations
from the guidelines do not appear to affect the
validity of the study.

COMPLIANCE: The work was performed in accordance with the
GLP requirements as specified in 40 CFR Part 160.
A signed and dated GLP Compliance Statement,
Quality Assurance Statement, and Statement of No
Data Confidentiality Claims were provided.

[ ] A. MATERIALS:
1, Test Material [Phenyl-"C(U)}-R10789%4
Chemical Strueture: Refer to Artachment { for structures of R107894 with
position of carbon-14 fabel.
Description: [Phenyl-"“*C(U)}-R10789%4, also known as CL
303,268 supplied by American Cyanamid, Princeton,
UUSA. The test material was supplied in ethanol at a
concentration of ca 11 mg/ml.
Purity: Lot/Batch No.: 101-077-026
Analytical purity: >99%
Radiochemical purity: >99%
Specific activity: 26.4 mCi/mmol, 75.4 pCi/mg

Locations of the label:

Storage conditions of
test chemicals: Not stated.
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Physio-chemical properties of {**C]-R107894:

oW

Parameter Values Comments
Water solubility NR
Vapor pressure NR
UV absorption NR
pK, NR
K NR

Stability of Compound at room
temperature

The exact rate of decomposition
is unknown. However, it can be
assumed 1hat the product may
decompose at a rale of
approximately 0.5% per month
when stored at -20°C under
argon.

2. Sediment Characteristics

Table 1: Description of sediment collection and storage.

! I Fresh Water Sediments I Marine Sediments
- Sandy Loam Silt Loam Sand Loam
gf: csr‘ ’IP é:;ot?og)JSDA {Invercsk Code {Inveresk Code {(Inveresk Code (Inveresk Code
s $242) S 243) S 241) S 244)
Scottish Scottish University Marine
Agricaltaral Agricultural Orkney Water Test niversity Mar
. . Biological Station
Geographic location College, College, Centre, Orkney, f
Lo Lo Millport, Isle of
Auchincruive, Auchincruive, Scotland Cumbrae. Scolland
Scotland Scotland rac, an
Pestieide use hn‘story at NR NR NR NR
the collection site
Collection precedures NR NR NR NR
Sampling depth (cm) NR NR NR NR
Storage conditions NR NR NR NR
Storage length NR NR NR NR
Sieved (2 mm), Sieved (2 mm), Sieved (2 mm), Sieved (2 mm),
Sediment preparation centrifuged (1000 | centrifaged (1000 { centrifuged (1000 | cenirifuged (t000
rpm, 15 mins) rpm, 15 mins) rpm, 1§ mins) rpm, 15 mins)
e e e e T e A Pt e /ey A e A S m———— L e r——
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Table 2: Properties of the sediments.

Fresh Water Sediments Marine Sediments
Property Sandy Loam Silt Loam Sand Loam
(Inveresk Code | {Inveresk Code | (lnveresk Code | {Inveresk Code
8242) $24%) 524D S 244)
Sediment Texture
% sand 66.8 ' 2039 - 90.04 27.86
% sill 19.71 _ 59.93 7.55 46.47
% clay 13.49 19.68 2.41 25.67
pH - 6.5 4.2 7.1 77
Organic carbon (%) 22 2 0.7 3.8
CEC (meq/100 g) 16.9 8.8 52 15.7
Moisture at 1/3 atm (%) 2.5 1.6 0.8 2.1
Bulk density {g/em’) NR NR NR NR
Biomass (mg microbial
C/100 gor CFU or NR NR NR NR
other)
Sodmetimorenie | . . =
Zc];t:;apping unit {for | NR NR NR NR
C. STURY DESIGN:

1. Preliminary study:

Adsorption of ["*CI-CL 322.250 to Glass:

Solutions of ["*C]-CL 322,250 in 0.01 M calcium chloride and seawater were prepared at a
nominal concentration of 0.5 jlg/g R107894 equivalents (as determined by L.SC). Duplicate
aliquots of each solution were transferred to screw-capped glass centrifuge tubes. The tubes were
shaken on an end-over-end shaker for 16 hours in the dark at 20 + 2°C. Following shaking,
duplicate aliquots from each tube were submitted for LSC. No radioactivity was lost from
solution contained in the centrifuge tubes, which showed that the test material did not adsorb to
the glass apparatus.

Stability of | “C1-CL 322.250:
The stability of {"“C]-CL 322,250 at 20 % 2°C in 0.01 M calcium chloride and seawater following
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24 and 48 hours was determined by HPLC. Under the test conditions, the hydrolysis products of
[“C]-R107894 were shown to be stable,

2. Definitive study experimental conditions:

Table 3: Study design for the adsorption phase.

Fresh Water Sediments

Marine Sediments

Parameters Sandy Loam Silt Loam Sand Loam
(USDA (USDA (USDA (USDA
classification) classification) classification) | classification)
Code S 242 Code S 243 Code § 241 Code S 244
Condition of sediment Oven-dried Oven-dried Oven-dried Oven-dried
Have 1hese sediments been used for
other laboratory studies ? NR NR NR , NR
Sediment (g/replicate) 2 grams 2 grams 2 grams 2 prams
Equilibrium solution used 0.01M calcium 0.01M calcium
. . Seawater Seawater
chloride chloride
Contro! used (with salt solution only) No No No No
Test material Nominal
concentrations [‘j‘;‘;]s“’a""“ 005t0054g | 005t005ug | 0.05t00.5ug | 0.05100.5 g
_ . v . .
(8¢ equivig equivig equiv/g equiv/g equiv/g
sediment)
Analytically 0.433 0.433 0451 0.451
measured 0.248 0.24% 0.249 0.249
eoncentrations 0.100 0.100 0.090 0.090
(g equiv/g) 0.051 0.051 0.050 0.050
ldentity and concentration of Uptc 0.1% Upto 0.1% Upto 0.1% Upto 0.1%
co-solvent, if any acetonitrile acetonitrile acetonitrile acetonitrile
Sediment:solution ratio 0.0902777778 | 0.0902777778 |. 0.090277778 | 0.09027778
(gram sediment:gram solution) _
Initial pH of the equilibration
solution, if provided
No. of replications | Controls 0 0 0 0
Treatments 2 2 2 2
Equilibration Time 16 hours 16 hours 16 hours 16 hours
g;g;"’em‘”m 20 % 2°C 20£2°C 20 £ 2°C 202 2°C
Darkness Yes Yes Yes Yes
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Parameters Sandy Loam Silt Loam Sand Loam
(USDA (USDA {(USDA {USDA
classification) classification) classification) | classification)
Code 8242 Code § 243 Code S 241 Code 8 244

Shaking . . . .
Inversion inversion Inversion Inversion

method

Shaking time 16 hours 16 hours 16 hours 16 hours

Method of separation of supernatant

Centrifugation

Centrifugation

Centrifugation

Centrifugation

Speed (rpm)

2000

2000

2000

2000

Duration (min)

10

10

10

16

Method of
separation of
sediment and
solution

Centrifugation

Centrifugation

Centrifagation

Table 4: Study design for the desorption phase.

Fresh Watcr Sediments

Marine Sediments

Sandy Loam Silt Loam Sand Loam
(USDA (USDA (USDA (USDA
Parameters classification} || classification) || classification) § classification)
Code S 242 Code § 243 Code 8 241 Code S 244
Wwere th.e sediment residues from the Yes Yes Yes Yes
adsorption phase used?
Amount of test concentration 1 2078 2118 1317 2145
material present in .
the ad]sor[;ed concentration 2 1197 1222 75) 1185
state/adsorbed concentration 3 485 493 275 432
amount {1g
equiv/g) concentration 4 249 253 168 240
No. of desorption cycles 1 (16 hours) ! (16 hours) 1 {16 hours} L (16 hours)
Equilibration solution and guantity 0.0l MCaCl, | 0.01 M CaCi, Seawater Seawater
used per treatment for desorption
Sediment:solution ratio 0.09027778 | 0.09027778 | 0.09027778 | 0.09027778
(gram sediment: gram solution)
Controls 0 0 0 0
Replications
Treatments 2 2 2 2
Time 16 hours 16 hours 16 hours 16 hours
3;‘::"’)“"’“‘”"' 20 £2°C 20£2°C 20 £2°C 20 £2°C
Desorption
equilibration Darkness Yes Yes Yes Yes
Shaking Inversion Inversion Inversion Inversion
method
Shaking time L6 hours 16 hours 16 hours 16 hours
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l Fresh Water Sediments Marine Sediments
Sandy Loam Silt Loam Sand Loam
(USPA (USDA (USDA (USDA
Parameters classification) {| classification) || classification) || classification)
e Code § 242 Code S 243 Code S 241 Code S 244
Speed (rpm) 2000 2000 2000 2000
Duralion (min} [0 min 10 min 10 min 10 min
Centrifugation Method of
separation ot Cenlrifugation | Centrifugalion | Centrifugation | Centrifugation
sediment and '
sofuljon L

3. Descripticn of analytical procedures:

Extraction/clean up/concentration methods:

Following adsorption and desorption, the supernatant selution was separated by centrifugation and
the supernatant was removed. Duplicate aliquots of supernatant were analyzed by LSC. The
remainder of each supernatant was then acidifted to pH 3 using 2M HCI 10 prevent further
hydrolysis of [“C}-R107894,

Each sediment pellet was extracted with acetonitrile for 1 hour, the extracts were separated by
centrifugation, and duplicate aliquots were analyzed by LSC. For each individual sediment, an
aliquot of the extract was concentrated under nitrogen and characterized and quantified by HPLC
and TLC. The HPLC analysis was carried out using a Hewlett-Packard 1050 series equipped with
an autosampler, UV detector (280 nm), and a solvent programmer connected 10 an Intersil Phenyl
guard and HPLC column (i ¢cm and 25 cm x 4.6 mm; 5 pm; Hichrom) and a Packard Flo-One A-
100 Series radioactivity monitor, The following mobile phases and gradient were used at a flow
rate of 1.0 mL/min: acetonitrile:0.01M sodium citrate buffer (pH 4) (5:95, 95:5, viv). The
recovered radioactivity of the eluate was quantified by LSC. Non-radiolabeled reference
standards were dissolved in acetonitrile:water (6:4, v:v) and injected into the HPLC column
individually and as a mixture to determine standard retention times. The reference standards were
chromatographed with test solutions at regular intervals.

Aliquots of each sample were also analyzed by TLC using a silica gel 60,5, TLC plate developed
in toluene:acetone:methanol:acetic acid (75:30:6:0.5, by volume). The solvent was allowed to
develop to a height of 170 mm. Following chromatography, quantification of radicactivity
present on TLC plates was performed using a Molecular Dynamics phosphor imager. Standards
were visualized by irradiation with UV light (254 nm). Co-chromatography of standards with
radioactivity was used for the tentative identification of degradation products. Non-radiolabeled
R107894, CL 322,250 and CL 325,195 were chromatographed with each sample. The *C in the
sediment residue after the adsorption and desorplion steps was determined by combustion
(Packard Sample Oxidiser, Model 306). The combusted products were absorbed in Carbo-Sorb®,
mixed with Permafluor®E"* and the radioactivity was determined by LSC.
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The study author reported a limit of reliable determination of 30 dpm above background.

I1. RESULTS AND DISCUSSION

A. TEST CONDITIONS:

The stability of [*C]-CL 322,250 in the presence of sand sediment was determined by analyzing
adsorption supernatant samples at 24- and 48-hour equilibrium times, The results indicated that
[C)-CL 322,250 was stable under the conditions of the test in the sand sediment. It was assumed
that the test materials would also be stable in the remaining sediments.

Overall, the experimental conditions outlined in the study protocol were maintained throughout
the study. The reported deviation from the protocol was listed as follows:

. The equilibrium phase adsorption supematant samples from the sandy loam, silt loam, and
loam; and isotherm test adsorption and desorption supernatant samples from sandy loam,
silt loam and loam contained insufficient levels of radioactivity to permit chromatographic
analysis.

B. MASS BALANCE:

The mass balance at the end of the adsorption phase of the study at the highest concentration was
97.8,91.8, 93.3, and 93.3 percent of the applied radioactivity in the sandy loam, silt loam, sand
and loam sediments, respectively. The mass balance at the end of the desorption phase was 99.9,
93.8, 96.3, and 98.7 percent of the applied radioactivity in the sandy loam, silt loam, sand and
loam sediments, respectively.

Table 5: Recovery of [“C]-CL 322,250 expressed as percentage of applied radioactivity, in
sediment after adsorption/desorption (mean of two replicates)

Sandy Loam Sile Loam Sand Losm
Matri (USDA (USDA (USDA (USDA
atrices classification) classifieation) classification) classification)
Code § 242 Code § 243 CodeS24f | CodeS§244
e e o S A A AL
Atthe end of lhe adsorption phase
1
Supematant 3.59 179 402 4.7
salution
Solid phase
(total ¥C)' 49.6 56,9 45,1 69.8
Non-gxtraclable
residues in 44.6 33.1 7.98 18.8
sedimenl
| Total recovery 97.8 91.8 033 933




Sandy Loam Silt Loam Sand Loam
Matrices (USDA (USDA (USDA (USDA
classification) classification) classification) classification)
Code S 242 Code S 243 Code S 241 Code S 244
ff At the end of the desorption phase
Ad i ) T
sorption 34 175 40.5 4.49
skpematant
Desorption 2.91 12 17.7 3.15
supernatant ﬂ
f
Solid phase
(total “C)’ 447 . 54.3 28.8 67.9
Non-extractable
residues in 488 36.5 9.3¢6 232
sediment
o Tolal recovery 99.9 93.8 96.3 98.7
“The anount on the sediment residac was caleulated by difference. -
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Table 6: Concentration: of {“C]-CL 322,250 (expressed as R107894 equivalents) in the solid'and liquid phases at the end of adsorption
equilibration period (mean of two replicates).

Fresh Water Scediments Marine Sediments
Sandy Loam Silt Loam Sand Loam
(USDA classification) {USDA classification) {USDA classification) {USDA classification)
Code § 242 Code 8 243 Code § 241 Code 5 244
g::ltll.::lion ) sedior:enl' in S‘z:gion % . sedit:::ent' in s?rl.:"o" % \ sedi?':em' in S?I:‘;ion % \ sed;:nnenl' n Sg_ll;}ion % \
(ion;:czli:?uon o lf?v%g) equivie) adsorbed . é?\fg[g) cquivie) adsorbed eqﬁ?‘%{g) cquivie) adsorbed . 'E?v%g) cquivig) adsorbed
Control
433 2078 15.7 06.37 2118 7.97 98.16
248 1197 8.76 96.47 1222 427 98.29
100 485 3.02 96.99 493 1.43 98.57
51 249 1,39 97.27 253 0.66 98.71
451 1317 188.8 58.14 2145 22.05 95.11
249 751 99.04 690.23 1185 11.56 95.36
90 275 34.97 61.15 432 4.12 95.42
30 168 1647 67.07 240 2.1 95.81

The amount on the sediment residue was calculated by difference.

* Percentage adsorbed expressed as the perceatage of the initial radioactivity applied,
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Table 7: Concentration of ['*C]-CL 322,250 (expressed as R107894 equivalents) in the solid and liquid phases at the end of 16 hour
desorption (mean of two replicates)

Fresh Water Sediments Marine Sediments "
Sandy Loam Silt Loam Sand Loam
(USDA classification) (USDA classification) (USDA classification) {USDA classification)
Code S 242 Code S 243 Code S 24¢ Code 244
Initial Solution | o % on N ”" on N - on - -
Concentralion sediment" in solution desorbed sediment' in solution desorked sediment’ in solulion desorbed sediment! in solution desorbed
v/ o (ng as % of & (g {ng as % of @ (ng as % of P (ng as % of
(ng equiv/g) cquif/g) equiv/g) the equivig) £quivg) the cq“if’,g) cquivig) the equivig) equiv/g) the
- e adsgrbed - adsorbed adsorbed adsorbed
Control
433 2015 13.27 3.15 2092 5.53 1.3
248 1166 6.54 2.68 1208 2.92 1.18
100 476 1.98 2 490 0.85 0.85
51 245 092 1.82 251 04 0.78
453 929 85.43 18.52 2075 15.25 35 ‘
249 543 46.05 18.37 1149 7.97 3.3 I
90 198 17.09 18.87 418 2.84 3.22
50 131 8.13 16 .08 234 1.34 2.76

! Each value in the solid phase is the aniount p-;csenl after 16 hour desorplion and each value in the solulion phase is the total amount desorbed.
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Table 8: Adsorption and desorption constants of [*C]-CL 322,250 in the sediments.

Sediment Adsorplion Besorplion
K orK 1N R? Ko K, IN JR* K,

Fresh Sandy Loam K=189 0.864 |1 6000 § K,=152- 6887-
Waler (USDA K,=132-179 8136 266 12021
Sedimenls t classification)

Code § 242

Silt Loam K=357 0.859 | 1 13275 | K,=379- 18950-

(USDA K, =266-383 19150 | 635 31725

classification) '

Code S 243
Marine Sand K=14 0.857 1 0.998 | 1000- . = 1571
Sedimenls | (USDA K, =710 1429 37940 2286

classification)

Code S 241

Loam K=119 0.935 |1 2772« | K, = 136- 3886-

(USDA K,=97-114 3257 174 4972

classificalion)

Code § 244

K, «Adsorption and desorpiion coefficients

K - Freundlich adsorpiion 2nd desorption coefficicnis

I/ -Slope of Freundlich adsorption/desorpiion isatherms

K. « Coefficient adsorption per organic earbon (K, or K x 100/% organic earbon)
R? - Regression coefficient of Freundlich equation

C. ADSORPTION:

After 16 hours of equilibration, 96.4, 96.5, 97.0, and 97.3 percent of the applied radioactivity
{expressed as R107894 equivalents) was adsorbed in sandy Joam sediment at initial concentrations
of 433, 248, 100, and 51 ng equiv/g, respectively. After 16 hours of equilibration, 98.2, 98.3,
98.6, and 98.7 percent of the applied radicactivity was adsorbed in silt loam sediment at initial
concentrations of 433, 248, 100, and 51 ng equiv/g, respectively. After 16 hours of equilibration,
58.1, 60.2, 61.2, and 67.1 percent of the applied radicactivity was adsorbed in sand sediment at
initial concentrations of 451, 249, 90, and 50 ng equiv/g, respectively. After 16 hours of
equilibration, 95.1, 95.4, 95.4, and 95.8 percent of the applied radioactivity was adsorbed in loam
sediment at initial concentrations of 451, 249, 90, and 50 ng equiv/g, respectively. The adsorption
Freundlich constants were K, = 189 (1/n = 0.864) in sandy Joam, K, =357 (1/n = 0.859) in silt
loam, K, = 14 (1/n = 0.857) in sand, and K; = 119 (1/n = 0.935) in loam sediments.

The adsorption coefficient K, values ranged from 132 to 179 in sandy loam, 266 to 383 in silt
foam, 7 to 10 in sand, and 97 to 114 in loam sediments. The adsorption K, values ranged from
6000 to 8136 in sandy loam, 13275 to 19150 in silt loam, 1000 to 1429 in sand, and 2772 to 3257
in loam sediments. '
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D. DESORPTION:

After 16 hours of equilibration, 3.15, 2.68, 2.00, and 1.82 percent of the adsorbed radioactivity
was desorbed in sandy loam sediment at initial concentrations of 433, 248, 100, and 51 ng
equiv/g, respectively. After 16 hours of equilibration, 1.30, 1.18, 0.85, 0.78 percent of the
adsorbed radioactivity was desorbed in silt loam sediment at initial concentrations of 433, 248,
100, and 51 ng equiv/g, respectively. After 16 hours of equilibration, 18.5, 18.4, 18.9, and 16.1
percent of the adsorbed radioactivity was desorbed in sand sediment at initial concentrations of
451, 249, 90, and 50 ng equiv/g, respectively. After 16 hours of equilibration, 3.50, 3.30, 3.22,
and 2.76 percent of the adsorbed radioactivity was desorbed in loam sediment at initial
concentrations of 451, 249, 90, and 50 ng equiv/g, respectively.

The desorption coefficient K, values ranged from 152 to 266 in sandy loam, 379 to 635 in silt
loam, 1110 16 in sand, and 13610 174 in loam sediments. The desorption K values ranged from
6887 to 12091 in sandy loam, 18950 to 31725 in silt loam, 1571 to 2286 in sand, and 3886 to

4972 in loam sediments. The desorption K and K, values were higher than those obtained for
adsorption.

The desorption Ky and K, values were higher than those obtained for adsorption.
II1. STUDY DEFICIENCIES:

There were a few issues of concern with the study. They are as follows:

° No control solutions were tested in the study.

. Complete sediment properties and storage conditions were not reported.

. The three sediments selected were slightly different than those recommended by the
guidelines.

These issues did not appear to affect the validity of the study.
1V. REVIEWER’S COMMENTS: Noue

V. REFERENCES: None provided.

Conclusion: RASSB concludes that this missing information does not alter the acceptability of
the study. The study is acceptable.
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ATTACHMENTS:

1. Structure of {“C}-R107894 and Hydrolysis Products
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R107894

Ct 322,250

CL 325,185

ATTACHMENT 1

Structure of R107894 and Putative Hydrolysis Products
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‘ \’ﬁ((D 8?4%)
F4 % UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
e WASHINGTON, D.C. 20460

N

January 22, 2004

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

MEMORANDUM;

SUBJECT:  Review of Aerobic Degradation Study for ECONEA™ Technical
Containing AC 303268 Antifoutant

TO: Marshall Swindell, Product Manager, Team 33
Repulatory Management Branch |
Antimicrobiais Division (7510C)

FROM: Srinivas Gowda, Microbiologisi/Chemist g“a}\.u‘v’ a2 w '! g‘m”l oY
Risk Assessment and Science Support Branch (RASSB)
Antimicrobiats Division {7510C)

THRU: Sircos Mostaghimi, Acting Team Leader, Team One &P Cinm 74./ Ifz.?/b?-

Risk Assessment and Science Support Branch (RASSB)
Antimicrobigls Division (7510C)

Norm Cook, Chief W l)& y /béf
Risk Assessment and Scienck Support Branch (RASSB)

Antimicrobials Division (75 10C)

DP Barcodes: D289027 EPA File Symbol: 43813-ET

Decision #: 220066 MRID No.: 456739-11 & 456739-12

Case Type: New Registration Data Submitter: Janssen Pharmaceutica Inc.
PC Codes: 119093 CAS#: 122454-29-9

Chemical Name: IH-Pyrrole-3-carbonitrile, Common Name: AC303268

4-bromo-2-(4-chiorophenyl)-5-(trifnoromethyl)-

96




INTRODUCTION:

Janssen Pharmaceutica Inc. has submitted the aerobic degradation study for the active ingredient 1H-
Pyrrole-3-carbonitrile,4-bromo-2-(4-chlorophenyl)-5-{trifluoromethyl)- (also known as AC 303268) to
meet the U.S. Environmental Protection Agency’s Environmental Fate Data Requirements published in
Pesticide Assessment Guidelines, Subdivision N, § 162-4 in support of new registration of ECONEA™
Technical, EPA File Symmbol 43813-ET, for formulation of antifouling treatment products. The
submitted acrobic degradation study has undergone review by Srinivas Gowda of Antimicrobials
Division’s Risk Assessment and Science Support Branch.

BACKGROUND:

1H-Pyrrole-3-carbonitrile, 4-bromo-2-(4-chlorophenyl)-5-(trifluoromethyt)- is a new active
ingredient in ECONEA™ Technical Anti-fouling Preservative. It is also known as AC303268.

CONCLUSIONS:

la. In the fresh water silt loam system, DTy, was estimated as being between 3 and 7 days and the DTy,
was estimated as being just over 30 days.

1b. In the marine water sandy loam system, DTy, was estimated as being less than [ day and DTy, was
estimated as approximately 7 days.

2a. The two major transformation productd were CL 322,250 and Unknown B.
2b. The minor transformation prodhcts were 325,195, Unknown A, Unknown C, and Unknown D.
RECOMMENDATIONS:

This study is classified as acceptable and satisfies the guideline requirement for aerobic
biotransformation study in two water-sediment systems. RASSB recommends that the aerobic
degradation study for AC 303268 be accepted in support of ECONEA™ Technical MUP
registration.

AEROBIC BIOTRANSFORMATION OF ['*C}-R107894 IN TWO WATER/SEDIMENT
SYSTEMS

DATA EVALUATION REPORT
PRODUCT FORMULATION: ECONEA™ Technical Anti-Fouling Preservative

ACTIVE INGREDIENT: 1H-Pyrrole-3-carbonitrile 4-bromo-2-{4-chloropheny!)-5-
(trifluoromethyl), also known as AC 303268

BACKGROUND: The study was submitted to evahiate the aerobic degradation of the active ingredient
AC 303268 in two freshwater and two marine sediments. The study was conducted according to the
Environmental Protection Agency’s Environimental Fate Data Requirements published in Pesticide
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Assessment Guidelines, Subdivision N, § 162-4,

CITATION: .
Study Title: “The Aerobic Degradation of [*C]-R1078%94 in Two
Water/Sediment Systems”

Report Date: February 15, 1999
Author: J A Mackic
Study Director
Laboratory Name: Inveresk Research
Tranent, EH33 2NE
Scotland
Laboratory Report No.: 16787 .
Sponsor: Janssen Pharmaceutica N.V,
Turnhoutseweg 30
B-2340 Beerse
Belgium

OPPTS GUIDELINE NO.: Subdivision N, [62-4

EXECUTIVE SUMMARY:

The biotransformation of radiclabelied R107894 was studied in a freshwater/sediment system
(water pH 6.5, silt loam, organic carbon 2.5%) and a marine water/sediment system {water pH
8.04, sandy loam, pH 7.53, organic carbon 0.8%) collected from Bogton Loch and Seaby Bay in
Scotland. The experiment was performed for 30 days under aerobic conditions in the dark at
21°C. Radiolabelled R 107894 was applied at the rate of 0.5 mg/L. The experiment was
conducted in accordance with the Pesticide Assessment Guidelines, Subdivision N, Section 162-
4, and in compliance with GLP standards as specified in 40 CFR Part 160. The test system
consisted of borosilicate glass cylinders (previously silanised; 15.9 cm? cross-sectional area) as
the incubation vessel and included a series of three traps for trapping non-specific ["C}-organic
volatiles and liberated “CO,. Samples were collected at §, 2 hours, and 1, 3, 7, 15, and 30 days
of incubation. The water sarnples were not extracted. The sediment samples were extracted
twice with 50 ml of acetonitrile and then shaken for 1 hour, followed by centrifugation for 15
minutes. Quantification and identification of the ["*C}-R 107894 residues was performed using
TLC and HPLC.

For the silt loam (freshwater) test system, the mean overall recovery of radiolabelled material
was 93.8 = 5.2% of the applied amount. For the loamy sand (marine water) test system, the mean
overall recovery of radiolabelled material was 95.5 + 4.4% of the applied amount.

The concentration of the parent compound in freshwater immediately after the application
showed a mean of 51.2% of the applied amount and had dropped below the detection limit by the
end of the study period {Day 30). The concentration of the parent compound in the siit loam
(freshwater) sediment decreased from a mean of 36.3% of the applied amount at Day 0 to a mean
of 16.4% of the applied amount at the study termination. The concentration of the parent
compound in marine water decreased from a mean of 77.2% of the applied amount at Day 0 to
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below the detection limit by Day 15 of the study. The concentration of the parent compound in
loamy sand {marine) sediment decreased from a mean of 18.05% of the applied amount at Day 0
to a mean of 4.04% by Day 7.

The DT50 and DT90 values were estimated by visual inspection of the data by the Registrant.
The DT50 for ['*C]-R107894 in the freshwater silt loam system was estimated as being between
3 and 7 days and the DT90 was estimated as being just over 30 days. In the marine water loamy
sand test system, the DT50 and DT90 were estimated as being less than | day and approximately
7 days, respectively. The two major transformation products were CL 322,250 and Unknown B
(a supplementary study tentatively identified this component as debrominated CL 322,250).
There were four minor transformation products. These minor transformation products were
referred to as CL 325,195, Unknown A, Unknown C, and Unknown D.

For the silt loam sediments, extractable *C-residues decreased from a mean of 38.1% of the
applied amount at Day 0 to a mean of 26.2% of the applied amount at study termination. Non-
extractable ['*CJ}-residues increased from a mean of 1.82% of the applied amount at Day O to a
mean of 36.43% of the applied amount at the end of incubation period. For the loam sand
sediments, extractable “C-residues increased from a mean of 21.4% of the applied amount at
Day 0 to a mean of 33.7% of the applied amount at study termination. Non-extractable {"*C]-
residues increased from a mean of 0.275% of the applied amount at Day 0 to a mean of 6.54% of
the applied amount at the end of the incubation period.

For the freshwater silt loam sediment system, there were no detectable levels of radioactivity

present as CO, or volatile compounds at the end of the study. For the marine water loamy sand
sediment system, a mean of 0.02% of the recovered radioactivity was present as CO,. Volatile
compounds were not detectable.

Results Synopsis:

Test systems used: Freshwater/silt loam sediment and marine water/sandy loam
sediment In the fresh water/silt loam system, DT50 was
estimated as being between 3 and 7 days.

Half-life: In the marine water/sandy loam system, DT50 was estimated as
being less than 1 day. '

Major transformation products: CL 322,250 and another unidentified component (Unknown B)

Minor transformation products: CL 325,195 and two other unidentified components
(Unknowns A, C, and D)

Study Acceptability: This study is classified acceptable and satisfies the guideline
requirements for an aerobic biotransformation study in soil. The
deficiencies and points of concern are noted in this study review,
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L. MATERIALS AND METHODS

GUIDELINE FOLLOWED:

COMPLIANCE:

A. MATERIALS

1. Test Material:
Chemical: |
Chemical Structure:
Description:

Radiochemical purity:

Lot/Batch No.:

Specific activity:

The guidelines followed for this study were from the U.S.
Pesticide Assessment Guidelines, Subdivision N,
Environmental Fate:Aerobic Aquatic Metabolism Series 162-4.

The study was conducted in compliance with GLP Standards as
specified in 40 CFR Part 160. A signed GLP statement was
provided which confirmed compliance with no exceptions. A
Quality Assurance Statement and a
DataConfidentialityStatement were also provided in the Study
Report.

* = Poshion of Carbon-14 Label

[4C]-R107894

The test substance was supplied as a liquid.

The stated radiochemical purity of the test substance was
>99%. The radiochemical purity of the test substance was
determined by TLC and HPLC. The mean radiochemical
purity of the test substance was 97.37%.

Lot# 101-077-026 (radiolabelled R107894)
Batch # AC6943-27 (non-radiolabelled R107894)

The stated specific activity was 26.4 mCi/mmol (75.4 pCi/mg).
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Locations of the radio label:  The radio label was evenly distributed within the carbon ring.

Storage conditions of test chemicais:

Physico-chemical properties of [*C}-R107894:

approximate

The test solutions were stored at

Iy «20°C in the dark.

Water solubtlity, vapor pressure/volatility,

UV absorption, pK,, K, /log K,,,, and
stability of the compound at room
temperature were not provided in the Study

Report.

2. Water and Sediment Characteristies:

Water/Sediment collection and s'torage:

See Tabie 1.

Table 1: Description of Water-Sediment Coilection and Storage

el

Marfite watet/sediment

RGeographic location

Bogton Loch, Scotland; Wetlands,
agrochemical free catchment

Raw sea water supplied from
Flotta laboratory supply in
Scotland. Sediment was collecled
from Seaby Bay in Scotland.

Pesticide use history a1 the

collection site Not reported Not reported
Study says the water was pumped
water: Not reported from Scapa Flow at the Flotta
Collection laboratory.
procedures for l rtod: 12 o of eod
sediment; i\loc])]er:[;;(c)i e g of sediment Not rcported
. s Water and sediment were
Sampling depth water: cm collected frem different sources.
amp ‘f“? P Water was pumped.
0 sediment: 0-30 mm Depth of water adjacent to the
) sediment was 10 cm.

Storage conditions

4°C in the dark under aerobic conditions prior to use

Storage length

The test samples were pre-incubated

of storage for each sample was not reported.

for 7 days in the dark. Total length

Preparation of water and sediment
samples {eg: water -filtered/not
filtered; sediment -sieved/not sieved)

Water was filtered through a 0.2 mm
sieve prior to supply. Sedimenl was
passed through a 2 mm sieve prior to
delivery.

Water was passed through a 171
pm mesh. Sediment was sieved
through a 600 um mesh. The
sediment was exposed at low tide,
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Water Properties: See Table 2,

Table 2: Progertles nf the Water

Prope' 3 . ';“::Sf:f&/['ani@c,yggtcn o ||
Temperature (°C) 10
pH 6.5 8.04
Inttial Final Initial Final
Redox potential (mV)* -
125 53.5 56.8 68.5
Inttial Final Initial Final
Oxygen concentratiott (%)°
94.5 7 74 55.5
Dissolved organic carbon (mg/L) 13.4 1743 i
Hardness (mg/L CaCO,) 39 7100 |
Electrical conductivity (pSicm) 37 >1500 |
Biomass (mg microbial C/100 g or
|CFU or othen Not reported i Not reported

e e
a - An initial redox potential of 238 mV was reported by the supplier for the freehwatcr Initial and final redox potentials
presented in table arc averages of measurements taken from two control replieates for each water/sediment system type

throughout the duration of the study.

b - Averages of measurements taken from two eontroi replicates.

Sediment Properties:Sce Table 3,
Table 3: Properties of the Sediment

S5 Wator sediiriont .| -7 Marine water. sedimept.
gz‘:::)({:t;ﬁi]ng igstlj‘[ Sclgt]/-‘znl 995) Silt Loam Saudy Loam
% sand 2207 83.28
% silt 5592 13.75
% clay 2201 2.97
pH 5.8° 7.7
Organic carbon (%) 25 0.8
CEC (meq/100 g) 18.3 5.2
Initial Final Initial Final
Redox potential® (mV) s s ppp g
Bulk density (g/cm’®) Not reported Not reported
“Sri«gl;asso(rn;%hr:ri)crobial L f Not reported Not reported _

a  pH in water {1:5).

b Initial and final redox potentials presented in table are average of measurements taken from two control replicates

for cach water/sediment system type throughout the duration of the study.
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B. EXPERIMENTAIL CONDITIONS

1. Preliminary Experiments:

Testing for Adsorption to Glassware:
During a preliminary study, [*C}-R107894 was dissolved in acetonitrile and dispensed into a

vartety of silanised and non-silanised glass vessels. The vessels contained either Milli-Q grade

water or acetonitrile. The levels of radioactivity in these solutions were determined immediately
following the addition of ['*C]-R107894 and the following day. No adsorption to glassware was
observed for any of the glass vessels.

2. Experimental Conditions:

==

See Table 4.

Table 4: Study Design

e G ety

1 Marme water/sediment system

Duratien of the test

30 Days

30 Days

Water:

Filtered/unfiltered water:
Type and size of filter used, if any:

Fresh water was filtered through a
0.2 mm sieve

Raw sea water was filtered
through a 171 pm mesh,

Amount of sediment and water per
treatment

116 mL of silt loam surface water
was added to 11 g of siit loam.

150 mL of sea water was added to
15 g of loamy sand.

Sediment/water ratic

fg:i0mL

tg:iomL

Application rates {(mg a.i./L}

0.5

0.5

Control conditions, if used (present
differences from other treatments, i.e.,
sterile/non-sterile, experimental
conditions}

Two additional units were prepared
in incubation vessels to be used as
controls. Non-labelled R107894

was added to these.

Tho additicnal units were
prepared in incubation vessels to
be used as controls. Non-labeiled

R1078%4 was added to these.

No. of Control, if used:

2

2

replications Treatments:

2

2

Test apparatus
(Type/material/volume}

Silanised borosilicate glass cylinders with 15.9 cm* cross sectional area.

Details of traps for CO, and volatile
organics, if any

Safety trap: filled with polyurethane plugs to trap non-specific *C-

organic volatiles.

Second trap: contained ethanediol to trap nen-specific “C-organic

volatiles.

Third trap: contained ethanolamine to trap liberated “CO,.

identity and concentration of co-solvent

Nene reported

Noene reported
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" criteriar | .. Freshwater/sediment system _ Marine water/sediment system

100 pL of test solution containing
73.7 pg [“CJ-R107894 for ali
samples except for zero time and
2 hour sampling interval. 100 uL
of test solution containing 74.6
pg [“CI]-R107894 was used for
zero time and 2 hour sampling
intervals which were collected
from a repeat application.

100 4L of test solution containing
54.6 ug [MC)-R107894 for all
samples except for zero time and 2
hour sampling interval. 100 pL of
test solution containing 57.8 g
[*CJ-R107894 for zero time and 2
hour sampling intervals which were
collected from a repeat application.

Volume of 1he test

Test material solution,
fapplication used/treaiment:

Application method Applied to the surface of the

(eg: mixed/not Applied 1o the surface of the water. ¢
mixed etc.) water.
Any indication of the test material
adsorbing to the walls of the test No adsorption to glassware was observed for any of the glass vessels.
apparatus
Initial Final Initial Final
water:
. 4 4
Microbial biomass/nicrobial bacteria 2.21x10* 696 3.3x10 4.4x10
. A sporas 0 -0 433 1.65
population of the control .
sediment;
bacteria 22x10° | 2.8x10° 1.36x10° 7.45x10°
spores 1.15x10* [1.96x10° 4.6x10° 4.05x10*
Microbial biomags/microbial See footnote
ipopulation of the treated® :
Experimental Temperature {°C) 21 21
conditions: -
Continuous
darkness (Yes/No) Yes - Yes
Other details, if any

a - Viablc bacterial esiimalions were provided for both aerobic and anaerobic conditions. It is not certain if these counts
were from the control lesl sysiems or the trealed lest sysiems. The values prescnled in this 1able are for aerobic conditions
only. Final bacieria and spore counls represent 1he average of two replicales.

3. Aerobic Conditions:

To matntain aerobtc conditions, a stream of moist, CO,-free atr was introduced into the test
systems via a dip tube extending to just below the water surface. Two additional units of each
sedtment type, used as controls, were prepared in incubation vessels to measure the redox
potenttal and the oxygen concentratton of the surface water during the tncubation period. The
redox potential was measured using a platinum combination redox electrode.

4. Supplementarv Experiments:

A supplementary study entitled, “Identification of Unknown Component Present in a Day 30
Surface Water Following Application of ["*C}-R107894 to Loamy Sand Sediment” was
performed. The supplementary study had no claim of confidentiality and was performed in
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accordance with the requirements of GLP compliance. The Inveresk Report Number is 17802

and the report was dated October 19, 1999. One of the major transformation products from the
Inveresk Report Number 16787 study was labeled as Unknown B and it had a retention time of

approxtmately 26 minutes following the analysis of samples generated by the loamy sand
(mmarine) test system.

For this supplementary study, two water samples from Day 30 were taken and concentrated by

solid phase extraction. The concentrated samples were analyzed by negative ion electrospray
liquid chromatography mass spectrometry in addition to radiochemical detection.

5. Sampling: See Table 5.

Table 5. Samgimg Detaus

JDetalls - o

AT

~ Pardmeters™

Sampling intervals

Samples were collected on day 0, 2 hours and then on 1, 3
7, 15, and 30 days after dosing

Duplicate incubations from each sediment type were u
Sampling methods sampled. Method of sampling water and sediments were
' not provided.

Traps were sampled and replenished at regular intervals
Meithod of collection of CQ, and volatile |throughout 1he incubation period. Ethanediol was used to
organic compounds trap non-specific [“C}-organic volatiles and ethanolamine
was used to Irap liberaled '“CO,.

Sampling intervals/times for:

sterility check: Nol mentioned

oxygen concentration: Checked at each sampling interval.
| redox potential/other: Checked at each sampling interval.
Sample storage before analysis Not mentioned
Other observations, if any
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C. ANALYTICAL METHODS

1. Separation of the Sediment and Water:

Surface waters were separated from the sediments by carcfully decanting the water into amberlite
jars and then transferring the sediments into separate amberlite jars.

2. Extraction/Clean Up/Concentration Methods:

Sediments: Sample extraction was performed twice by adding 50 ml of acetonitrile and
then shaking for approximately 1 hour using an end over end shaker. After the
extraction, the extract was separated from the residue by centrifugation at
1,000 rpm for 15 minutes. Aliquots of the subsequent extracts were combined
and concentrated to 3 to 5 mL under a gentle stream of nitrogen at ambient
temperature or by rotary evaporation under reduced pressure at 35 to 40°C.
The radioactivity in the supernatant was determined by liquid scintillation
counting. Following the extraction, the residues were subjected to combustion
analysis to quantify residual radicactive content.

Surface water:  Following decanting, aliquots of surface water were submitted for liquid
scintillation counting. The remainder of each surface water was acidified to
approximately a pH of 3 using 2 M hydrochloric acid, prior to storage to
prevent hydrolysis of R107894. Because R107894 could have possibly
precipitated out of solution, 25 mL of acetonitrile was added to each surface
water sample. Aliquots of each sample were submitted for liquid scintillation
counting.

3. Non-Extractablc Residue Determination:

Following the extraction of the sediment samples, the residues were subjected to combustion
analysis to quantify residual radioactive content. Triplicate portions of sediment residues,
approximately 0.3 g each, were mixed with cellulose powder and 100 to 200 uL of Combustaid®
before combusting in oxygen using a Packard Sample Oxidizer, Model 306. The combusted
products were absorbed in Carbo-Sorb® mixed with Permafluor® V and the radioactivity was
determined by liquid scintillation counting. A [**C] standard was combusted at the beginning of
each day and at regular intervals throughout the day to check combustion and trapping
efficiencies.

4. Teotal "C Measurement:

Total {'*C] was reported to be the summation of the total extractable ["*CJ-activity (surface water
and sediments), total “CQ,, total volatile [**CJ-activity, total ["*C}-non-extractable residues, and
total {'*CJ-activity found in the apparatus wash. The analysis methods for total sediment
extractable and total non-extractable residues were provided above. Aliquots of surface waters,
extracts, apparatus washes, and ethanediol and ethanolamine trap contents were added directly to
the scintillant and counted by liquid scintillation counting. All radioassays were performed in
duplicate.
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Measurements of radioactivity were made using a liquid scintillation analyzer (Packard Tri-Carb
1600 TR, Packard Instruments) with automatic quench comrection by external standard-channels
ratio. Each individual sample was counted for 5 minutes. The vials were allowed to heat and
light stabilize prior to analysis. Prior to calculation of each result, a background count rate was
determined and subtracted from each sample count rate,

3. Derivatization Method, if used:
Not used.

6. Identification and Quantification of Parent Compeund:
TLC and HPLC were both used for the quantification and identification of ['*C}-R107894.

For the TLC system, aliquots of up to 80 pl. of each sample were analyzed using a silica gel
60F,,, TLC plate and then developed in toluene:acetone:methanol:acetic acid (75:30:6:0.5 by
volume). The solvent was allowed to develop to a height of 170 mm. Non-radiolabelled
R107894, CL 322,250, and CL 325,195 were chromatographed under each sample. Following
chromatography, quantification of radioactivity present on TLC plates was performed using a
Molecular Dynamics phosphor imager. The standards were visualized by irradiation with
ultraviclet light (254 am).

For HPLC, a Hewlett-Packard 1050 series HPLC equipped with an autosampler, ultraviolet
detector (set at 280 nm) and a solvent programmer, connected to an Inertsil Phenyl guard and
HPLC column (I ¢m and 25 cm x 4.6 mi; 5 pm; Hichrom) and a Packard Flo-One A-100 Series
radicactivity monitor or a Berthold LB 507A radicactivity monitor. Data was collected by means
of Labsystems Vax Multichrom 2, version 2.0, data handling system. A flowrateof 1.0
ml/minute was used with a gradient system using acetonitrile and 0.01 M sodium citrate buffer at
a pH of 4. Non-radiclabelled reference standards were dissolved in acetonitrile:water (6:4, v/v)
and injected onto the HPLC column individually and as a mixture to determine standard retention
times. Surface water and sediment extract samples were admixed with a mixture of reference
standards and injected onto the HPLC. Quantification of radioactivity was performed by
integrating the area under each peak. According to the Study Report, the TLC data was similar to
HPLC data and because the HPLC had greater resolution, the results provided were based on the
results from the HPLC analyses.

7. Identification and Quantification of Transformation Products:

Characterization of radicactivity in surface waters and sediment extracts was carried out using
both HPLC and TLC. TLC co-chromatography of the standard with the radioactivity was used
for the tentative identification of degradation products. According to the Study Report, the TLC
data was similar to HPLC data and because the HPLC had greater resclution, the results provided
were based on the results from the HPLC analyses. A number of unidentified components were
detected in both chromatographic systems and, where appropriate, the Study Report gave these
components the same peak identifiers as were reported in other Inveresk reports (Inveresk
390042, 3907232, and 390770).
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8. Detection Limits (LOD, LOQ) for the Parent Compound:

Neither a limit of detection (LOD) nor a limit of quantitation (LOQ) were provided for the parent
compound. According to the Study Report, a limit of reliable determination of 3¢ d.p.m. above
background count rate was instituted. Extracts and surface water samples were not
chromatographed if they contained <10% of the applied radioactivity.

7. Detection Limits (LOD, LOQ) for the Transformation Products;

LODs and LOQs for the transformation products were not reported.
I1. RESULTS AND DISCUSSION:
A. TEST CONDITIONS:

Aerobicity was maintained throughout the study. This was evidenced by the four control samples
(two of each sediment type)} which were monitored for oxygen content and redox potential for the
duration of the study. The percent oxygen and redox potentials reported for time zero and 2 hour
sampling intervals were those from the original test material application. These two sampling
intervals were repeated due to R107894 hydrolysis in the surface water samples during the first
application. The problem was corrected by the Day | sampling interval and therefore, only the
first two sampling intervals needed to be repeated. There were no control samples for this
repeated application. For the silt loam (freshwater system), the average percent oxygen and
average redox potential at the zero time sampling interval was 94.5% and 125 mV, respectively.
The average percent oxygen and average redox potential at the Day 30 sampling interval was
73% and 53.5 mV, respectively. For the loamy sand (marine water system), the average percent
oxygen and average redox potential at the zero time sampling interval was 74% and 56.5 mV,
respectively. The average percent oxygen and average redox potential at the Day 30 sampling
interval was 55.5% and 68.5 mV, respectively. Daily temperature data were not provided for the
two systems but according to the Study Report, the systems were kept at 21°C in the dark for the
duration of the study. Total viable acrobic and anaerobic bacterial estimations were provided for
the sediments and the surface waters (pre~ and post-study). For the silt loam sediments, a pre-
study aerobic bacteria and spore count of 2.2 x 10’ and 1.15 x 10%, respectively, and an average
post-study count of 2.8 x 10° and 1.96 x 10°, respectively, were reported. For the loamy sand
sediments, a pre-study aerobic bacteria and spore count of 1.36 x 10° and 4.6 x 10%, respectively,
and an average post-study count of 7.45 x 10° and 4.05 x 10%, respectively, were reported. For
the freshwater, a pre-study aerobic bacteria count of 2.21 x 10* with no spores and an average
post-study aerobic bacteria count of 696 with no spores, were reported. For the marine water, a
pre-study aerobic bacteria and spore count of 3.3 x 10* and 43.3, respectively, and an average
post-study countof 4.4 x 10" and 1.65, respectively, were reported.

B. MATERIAL BALANCE:

For the silt loam (freshwater) test system, the total mean recovery of radiolabelled material
ranged from 87.8 to 96.9% of the applied amount. The mean overall recovery was 93.8 + 5.2%
of the applied amount. For the loamy sand (marine water) test system, the total mean recovery of
radiclabelled material ranged from 89.2 to 101% of the applied amount. The mean overall
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recovery was 95.5 + 4,4% of the applied amount. Tables 6 and 7 provide biotransformation as a
percentage of applied radioactivity in the two water-sediment systems under aerobic conditions
(freshwatei/silt loam sediment and marine water/loamy sand sediment).

Table 6: Biotransformation of [*C]-R107894, Expressed as Percentage of Applied
Radioactivity in Freshwater / Silt Loam Sediment Under Aersbic Conditions

water 512 66.7 482 | 345 | 114 63 ND
Parent compound .
sediment 36.3 5.44 30.4 445 235 393 164
water ND ND 71 | 7.4 | 482 | 308 333
CL 322,250 _
sediment ND ND ND ND 3.87 3.99 7.85
water ND ND ND | ND | ND ND ND
CL 325,195 :
sediment | ND ND ND | 038 | ND 0.38 ND
Unknown A water ND ND ND | ND { ND ND ND |
QWL
sediment | 0.87 ND 202 | 3.5 | 084 L7 Lis
Unkn c water ND i1 ND ND ND ND ND
OwWil
sediment | 0.925 ND ND | 03 | o635 | 127 0.845
Total CO, EaTe NS ND ND 0 0.0 | 0.6 ND
system
, . entire
Total volatile organics ystem NS ND ND ND ND ND ND
m“:;gﬁ:’:ble sediment | 1.82 0475 | 172 | 408 | 774 | 100 364
Apparatus Wash emire | 9215 | 989 | 137 | 198 | 0725 | 1.69 0.38
system
water | S12 676 | 564 | 419 | 596 | 369 | 333 |
Total% recovery | Siment | 38 9.58 324 | 488 | 280 | 461 262 "
entire
e | 913 878 918 1 967 | 969 | 957 923 ||

NS - No sample

bttt A N e e T —
Note: All values based on the average of duplicate samples for each sampling interval analyzed by HPLC.
NI - Not detected; a detection limit was not provided.

109



Table 7: Biotransformation of [“C}-R107894, Expressed as Percentage of Applied
Radioactivity in Marine Water / Loamy Sand Sediment Under Aerobic Conditions

water 712 64.9 156 | 85 | 529 ND ND
Parent compound
sediment 18.1 NP NP 4,96 4.04 15.8 153
water ND 21 643 | 68.1 | 71.9 45.4 33.8
CL 322,250
sediment | 0.795 NP Ne | 092 | 3.72 522 433
water ND ND ND | ND | ND ND ND
CL 325,195
sediment | 1.1 NP Ne | NP | ND ] 0475 1.87
water 0.815 4.02 ND ND ND ND ND
’ Unknown A
sediment | 0.635 NP NP | NP | ND 0.47 ND
water ND ND ND 1.11 407 8 19.5
Unknown B
sediment | ND NP NP | NP | 379 9.55 10.8
water ND 0.96 ND [ 171 | ND ND ND
Unknown C
sediment 0.24 NP NP NP 0.355 0.335 0.805
water ND ND ND ND ND ‘ND ND i
Unknown D
sediment 0.59 NP NP NP ND 0.97 0.505
Total CO, S NS ND ND | ND | ND 0.01 0.02
system
, , cntire
Total volatile organics N8 ND ND ND ND ND ND
systeim F
Nom-extractable | 0 e | 0.275 0.495 1.3 | 251 | 3.9 | 578 6.54
residues
H Apparatus Wash entire 1 616 | o865 | 135 ] 027 | 0355 | o065 | 227
system |
water 78 90.9 799 | 794 | 812 53.4 53.3 !
Total % recovery sediment | 21.4 92 684 | 106 | 119 32.8 33.7
entire 99.9 101 892 | 927 | 967 92.7 95.8
system __ - _—

e S s
Note: All values based on the average of duplicate samples for each sampling interval analyzed by HPLC.

ND - Not detected; 2 detection [imit was not provided.

NP - Not profited (samples contained <10% of applied radioactivity)

NS - No sample

C. TRANSFORMATION OF PARENT COMPOUND:

The concentration of the parent compound in freshwater first increased from a mean of 51.2% of
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the applied amount immediately after the application (Day 0) to a mean of 66.7% at the 2 hour
sampling interval. The concentration then decreased to below the detection limit at the end of
the study period (Day 30). The concentration of the parent compound in the silt loam sediment
decreased from a mean of 36.3% of the applied amount at Day 0 to a mean of 16.4% of the
applied amount at the study termination.

The concentration of the parent compound in marine water decreased from a mean of 77.2% of
the applied amount at Day 0 to below the detection limit by Day 15 of the study. The
concentration of the parent compound in loamy sand decreased from a mean of 18.05% of the
applied amount at Day 0 to a mean of 4.04% by Day7. However, the concentration then
increased to a mean of 15.8% on Day 15 and decreased to a mean of 15.3% by Day 30. Atthe 2
hour sampling interval the concentration of the parent compound was not profiled because the
recoveries were less than 10% of the applied amount.

1. Half-life:

The Registrant originally calculated the rate of degradation of ['*C]-R107894 in each test system
by linear regression analysis using the total percentage of parent present at each sampling interval
(using the HPLC data) versus time. However, according to the Registrant, the data did not fit
very well and as a result the DT50 and DTG0 values were estimated by visual inspection of the
data. The DT50 for ["“C}-R107894 in the freshwater silt loam system was estimated as being
between 3 and 7 days and the DT90 was estimated as being just over 30 days. Inthe marine
water loamy sand test system the DT30 and DT90 were estimated as being less than 1 day and

approximately 7 days, respectively.

RASSB calculated half-life estimations based on the information provided in the report. First-
order dissipation kinetics were assumed in generating dissipation curves using the mean percent
recoveries of the parent compound dose in each test system out to the day prior to where the
percentages dropped below the detection limit. The values used were based on the HPLC data.
For the silt loam sediment, RASSB dropped the 2 hour sampling interval because it was an
outlier. RASSB was unable to calculate a half-life for the loamy sand sediment because of
insufficient information (no LOD or LOQ). Table 8 provides a summary of RASSB’s estimated
half-life calculations and the Registrant’s visually estimated DT50 and DT90 for each test
system.
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Table 8. Haif-life/DT50 and DT90 Values for [“C[-R187894

Registrant Calculated Values
Fresh water | - 3-7days | 30+days Np* NP
Marine - <1 days 7 days NP NP
Versar Calculated Values
Fresle
water | I*t order 4.43 days - y =-0,156x + 3.985 0.932
sediment | regression 31 days - y=0.022x + 3,613 0.478
entire 13.5 days - y=-0.051x+4.361 0.864
NIgririe :
water [ 1* order 1.95 days - y =-~0.355x+ 3.802 0.753
sediment | regression -4 - - -
entire 20.5 days - y =-0,034x + 3,385 0.181
s s A ————
a Not provided

b Could not be calculated; no deiection limii provided
Note: Values based on niean percent of amount applied {HHPLC data).

2. Transformation Products;

The major transformation product detected in the freshwater was CL 322,250, with a maximum
concentration mean of 48.2% of the applied amount, observed on the 7" day of incubation. A
concentration mean of 33.3% of the applied amount was observed on the last day of the study
{Day 30). A minor transformation product detected in the freshwater was designated as
Unknown C, with a single concentration mean of 1.11% of the applied amount, observed two
hours after the test substance was applied. It dropped below the detection limit by Day 1.

The major transformation product detected in the silt loam sediment was CL 322,250, with a
maximum concentration mean of 7.85% of the applied amount, observed on the 30" (last) day of
incubation, Three minor transformation products detected in the silt loam sediment were CL
325,195 and two unknowns designated as Unknown A and Unknown C. CL 325,195 was
observed twice at equal concentrations (0.380% of the applied amount) on the 3% and 15 days of
incubation. Unknown A and Unknown C were detected at maximum concentration mearns of
3.59% of the applied amount on the 3" day and 1.27% of the applied amount on the 15™ day,
respectively. The cortesponding concentrations in the silt loam sediment for these two minor
transformation unknowns were 1.15% and 0.85% by the termination of the study (Day 30).

There were two major transformation products detected in the marine water. They were CL
322,250 and an unknown designated as Unknown B, with maximum concentration means of
71.9% and 19.5% of the applied amount, respectively, observed on the 7% and 30" days of
incubation, The CL 322,250 concentration in the marine water at the end of the study period was
33.8% of the applied amount. Two minor transformation products detected in the marine water
were designated as Unknown A and Unknown C, with maximum concentration means of 4.02%
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and 1.71% of the applied amount, observed two hours after the test substance was applied and on
the 3" day of incubation, respectively. Both unknowns dropped below the detection limit by Day
1 and Day 7, respectively.

There were two major transformation products detected in the loamy sand sediment. They were
CL 322,250 and an unknown designated as Unknown B, with maximum concentration means of
5.22% and 10.8% of the applied amount, observed on the 15™ and 30" days of incubation,
respectively. The CL 322,250 concentration in the loamy sand sediment at the end of the study
period was 4.33% of the applied amount. Four minor transformation products detected in the silt
loam sediment were CI. 325,195 and three unknowns designated as Unknown A, Unknown C,
and Unknown D. CL 325,195 had a maximum concentration mean of 1.87% of the applied
amount which was observed on the 30" day of incubation. Unknowns A, C, and D were detected
at maximum concentration means of 0.64%, 0.81%, and 0.97% of the applied amount which
were observed on the 1%, 30", and 15" days of incubation, respectively.

3. Extractable and Non-Extractable Residues:

For the silt loam sediments, extractable ['*C]-residues decreased from a mean of 38.1% of the
applied amount at Day 0 to a mean of 26.2% of the applied amount at study termination. Non-
extractable ['*C]-residues increased from a mean of 1.82% of the applied amount at Day 0 to a
mean of 36.43% of the applied amount at the end of incubation period.

For the loam sand sediments, extractable [“C]-residues increased from a mean of 21.4% of the
applied amount at Day 0 to a mean of 33.7% of the applied amount at study termination. Non-
extractable [“C]-residues increased from a mean of 0.28% of the applied amount at Day 0 to a
mean of 6.54% of the applied amount at the end of incubation period.

4. Veolatilization:

For the freshwater silt loam sediment system, there were no detectable levels of radicactivity
present as CO, or volatile compounds at the end of the study. For the marine water loamy sand
sediment system, a mean of 0.02% of the recovered radioactivity was present for CO,. Volatile
compounds were not detectable.

5. Transformation Pathway:

The two major transformation products were CL 322,250 and Unknown B (supplementary study
tentatively identified this component as debrominated CL 322,250). There were four minor
transformation products. These minor transformation products were referred to as CL 325,195,
Unknown A, Unknown C, and Unknown D. The biotransformation pathway was not provided in
the Study Report.
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D. SUPPLEMENTARY EXPERIMENT-RESULTS:

Two peaks were identified in the radiochromatogram during the supplementary study. The latter
of these was confirmed as CL 322,250 by comparison of retention time, full scan spectrum and
daughter spectrum to those obtained following the analysis of authentic CL 322,250, The first
peak (Unknown B) was tentatively postulated as debrominated CL 322,250 based on comparison
of retention times, spectra and daughter spectra for this peak and the CL 322,250 reference
standard,

I STUDY DEFICIENCIES:
The following study deficiencies were noted:

» The pH, water solubility, vapor pressure/volatility, UV abserption, pK,, K, /log K, and
stability of the test substance at room temperature were not provided,

» A description of the procedures used for sampling surface waters and sediments and
subsequent storage were not provided in the Study Report.

 The Study Report did not provide LOD or LOQ for the parent compound nor the
transformation products.

= The Study Report did not provide biomass data for the waters or sediments.

» The Study Report did not provide the bulk density for the sediments.

IV. REVIEWER’S COMMENTS:

The following points of concem were noted:

» Raw data were not provided, therefore RASSB could not verify percentages presented in the
Study Report.

» Total viable bacterial estirnations were provided in the Study Report, however it is not certain
if these values represent the treated or control test systems.

» The Study Report provided values for DT50 and DT90 but did not specify which data were
used to calculate these values. It is assumed that these are decline times for the entire fresh
water and marine test system.

»  RASSB was unable to verify the values provided in the Study Report for both the fresh water
and marine test systems. RASSB was able to calculate half-lives, based on a linear
regression of the mean percent dose values, however, the half lives calculated for the entire
systems are much higher than those reported by the Registrant. The registrant estimated their
DTS50 value, by visual inspection of the data, while RASSB’s determination was based on a
linear regression. RASSB was unable to calculate a half-life for the sediment compartment
of the marine test system since several percent of dose values were reported as non-detect and
a detection limit was not provided in the Study Report.

V. REFERENCES:

No references were cited in the Study Report.
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Conclusion: RASSB concludes that this missing information does not alter the acceptability of
the study. The study is acceptable.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

January 22, 2004

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

MEMORANDUM:

SUBJECT:  Review of Hydrolysis Data for ECONEAT™ Technical contgining AC303268
TO: Marshall Swindell, Product Manager, Team 33
Regulatory Management Branch 1
Antimicrobizals Division (7510C)
FROM: Srinivas Gowda, Microbiologist/Chemist ga';\g\,}v afl (Geus-do IJQ. = {@if
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)
THRU: Siroos Mostaghimi, Acting Team Leader, Team Onekpm v 1/,;? /04-
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)
Norm Cook, Chief M‘W f/a}/a%-
Risk Assessment and Science Snpport Brauch (RASSB)
Antimicrobials Division {7510C)
DP Barcodes: D289027 EPA File Symbol: 43813-ET
Decision #: 220066 MRID No.: 456739-08 & 456739-09
Case Type: New Registration Data Submitter: Janssen Pharmaceutica Inc.
PC Codes: 119093 CAS#H: 122454-29-9
Chemical Name: |H-Pyrrole-3-carbonitrile, Common Name: AC303268

4-bromo-2«(4-clhilorophenyl)-5-(trifluvoromethyl)-
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INTRODUCTION:

Janssen Pharmaceutica Inc. has submitted the hydrolysis study for |H-Pyrrole-3-carbonitrile,4-
bromo-2-(4-chlorophenyl)-5-(triflucromethyl)- (R107894 also known as CL 303268) to meet the U.S.
Environmental Protection Agency’s Environmental Fate Data Requirements published in Pesticide
Assessment Guidelines, Subdivision N, § 161-1 in support of new registration of the product,
ECONEA™ Technical, EPA File Symbol 43813-ET, for formulation of antifouling treatment products,
The submitted hydrolysis study has undergone review by Srinivas Gowda of Antimicrobials Division’s
Risk Assessment and Science Support Branch,

BACKGROUND:

[H-Pyrrole-3-carbonitrile, 4-bromo-2-(4-chlorophenyl)-5-(triflucromethyl)- is an active ingredient in
ECONEA™ Technical Anti-fouling Preservative. R107894 is the same chemical as 1 H-Pyrrole-3-
carbonitrile,4-bromo-2-(4-chlorophenyl}-5-(trifluoromethyl)- {also known as AC303,268). The
submitted study was conducted to determine the Hydrolytic stability of [*C]-R107894 to support the
registration of ECONEAT Technical Anti-fouling Preservative, EPA File Symbol 4813-ET.

The Hydrolysis study entitled “Determination of the Hydrolytic Stability of ['*C]-R107894" by J.A.
Mackie, Inveresk Research, Tranent, EH33 2NE, Scotland, Inveresk Report No.15348, Iuveresk Project
Ne. 390042, dated December 22, 1997, has been submitted to the Agency (MRID Number 456739-08) to
fulfill the Hydrolysis data requirements for the active ingredient, 1 H-Pyrrole-3-carbonitrile, 4-bromo-2-
(4-chlorophenyl)-5-(trifluoromethyt)-

Supplement to Hydrolytic Stability Report No. 15365, “Identification of Hydrolytic Degradation
Products of [MC]-R107894" by F.M. Milligan, $.G.P. Williams, and G.M, McGuire, Inveresk Research,
Tranent. EH33 2NE, Scotland, Inveresk Report No. 15365, Inveresk Project No. 364871 dated
December 17, 1997 (MRID Number 456739-09).

I. MATERTALS AND METHODS

GUIDELINE FOLLOWED: The study was conducted in accordance with the requirements of
the EPA Pesticide Assessment Guidelines, Subdivision N,
Section 161-1 {October 1982) and aspects of the QECD
Guideline 111 {1981).

COMPLIANCE: The study was performed in compliance with GLP standards as
specified in 40 CFR Part [60. Signed and dated GLP, Quality
Assurance, and Data Confidentiality Statements were provided.

A.MATERJALS:

1. Test Material [Phenyl-"“C{U)I-R107894

Chemical Structure: Refer to Attachment 1 for structures of R107894 with position
of carbon-14 label.

Description: [Phenyl-"C(U)-R107894, also known as CL. 303,268, was

supplied by American Cyanamid, Princeton, USA. The test
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material was supplied in ethanol as a liquid at a nominal
concentration of 1| mg/mL.

Purity: Analytical purity; >99% Lot/Batcli No.: 101-077-026
Radiochemical purity: »99%  Lot/Batch No.: 101-077-026
Specific activity: 26.4 mCi/mmal, 75.4 uCi/mg
Locations of the label: Not stated

Stability: Product may decomposed at a rate of approximately 0.5%  per
mouth when stored at -20°C under argon.

2) Buffer Solution: Buffer solutions were made with Milli-Q water as follows:

Table k: Description of buffer solutions.

(o

pH Type and final Composition
molarity of buffer
. e e ——— ———
D 5 0.01M citric acid 0.1M citric acid + 0. IM trisodium citrate
buffer The buffer solution was diluted to a final

concentration of 0.01M using Milli-Q water and
sterilized by filtration (0.2 pm filter).

7 0.01M TRIS maleic ~0.2M TRIS-maleic acid (TRIS + maleic acid) +
acid buffer 0.2M sodium hydroxide

The buffer solution was diluted to a final
concentration of 0.01 M using Milli-Q water and
sterilized by filtration (0.2 [Lm filter).

9 0.01M borate buffer 0.025M sodium borate + 0.1M hydrochloric acid
The buffer solution was diluted to a final
concentration of 0.01 M using Milli-Q water and
sterilized by filtration (0.2 pm filter).

0 Seawate | Synthetic seawater 22 g/L NaCl

r (non-buffered) 9.7 g/L MgCl,

3.7 g/1. Na,SO, (anliydrous)
1.0 g/L CaCl, (anhydrous)
0.65 g/L KCI

0.20 g/L. NaHCO,

0.023 g/l H,BO,

ll

Luﬂ
B. EXPERIMENTAL CONDITIONS

1) Preliminary Study:

Testing was performed for adsorption {**C]-R107894 to the glassware. {**C]-R107894 in ethanol (10
L) was dispensed into a volumetric flask, tlie ethanol was removed under a streamn of nitrogen and [“C}-
R 107894 was redissolved in acetonitrile (10 mL). This was then dispensed (I mL) into glass jars,
containing each of the test solutions (39 mL); the concentration of [“C]-R107894 was approximately
25% of that which will be used in the study. The levels of radioactivity in these solutions were
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determined immediately following the addition of {'*C}-R 107894 and the following day. No adsorption
to glass ware was observed.

2) Experimental conditions

Table2: Experimental parameters

| Parameters Details - |
Duration of the study 30 days
Test concentrations (pg/g) Nominal: 0.5 pg/g
' - Measured:
pH $ solution - 0.47 ng/g i
pH 7 solution - 0.56 pgfg
pH 9 solution < 0.50 pgfg
Seawater - 0.56 ng/g
No. of replications - 2
. Preparation | volume used/treatment 250 ml
of test
medium method of sterilization Autoclaving (1.03 x 10° Pa, approx. 20 minutes)
co-solvent
{type/concentration)
i Test apparatus Each test solution was divided into two sterile
(type/material/volume) amberlite jars (ca 250 ml} with Teflon-lined lids.

Details of traps for volatile, if any

if no traps were used, is the test system | Closed
it closed/open

is there any indication of the test No {See Preliminary Study above)
material adsorbing to the walls of the
test apparatus?

Experimental conditions The amberlite jars containing the test solutions
Temperature (°C) were immediately placed in a water bath at the
Lighting appropriate temperature (i.e., either 10 or 25

1°C) and incubated in the dark.

QOther details, if any
==

3). Supplementary Experiments:

in a supplementary study, solutions of ['“C]-R107894 in aqueous buffer (pH 7 and pH 9) and
seawater were incubated at 10°C and 25°C for up to 96 hours to investigate the hydrolytic stability of
R107894. Two hydrolysis products were detected together with two unknowns (A and B) which were
only present in the pH 7 samples. The hydrolysis products (CL 322,250 and CL 325,195) were
confirmed as being preseat in all the samples analyzed and the unknowns were ideatified as isomers of a
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condensation reaction between Tris(tristhydroxymethyl)amino methane, from the pH 7 buffer) and CL
322,250. The unknowns were not true hydrolysis products from the incubation, but artifacts arising from
the buffer used with the pH 7 samples.

4). Sampling:

Table 3: _ Sampling details.

Criteria . Details
Sampling intervals for the Each test solution was sampled at intervals of 0, 3, 6,
parent/transformation products i2,and 24 hours and at 2, 3, 4, 7 10, 14, 21, and 30 days

[ after the test initiation.

Sampling method For each test solution and temperature, duplicate
samples of buffer (approx. 10 g) were transferred from
the stock solution into glass vials, in a laminar flow
cabinet. Aliquots of the sub-sampie were taken for
liquid scintitlation counting. :

Sampiing methods for the volatile | N/A
compounds, if any

Sampling intervals/times for: The pH of each replicate was measured using a pH
pH measurement meter immediately following each sampling.

approximately 3 (using pH paper) using 2 M
hydrochloric acid to prevent further hydrolysis and was

Sample storage before analysis The pH of the sub-samples was adjusted to
stored pending chromatographic analysis.

Other observation, if any {(e.g.: As the study progressed, it became evident that the
precipitation, color change etc.) concentration of radioactivity in the pH 5 solution
incubated at 10°C was declining because the parent
compound precipitated out as the incubation progressed.

C. ANALYTICAL METHODS:

Radiolabled R107894 and the degradation products in the test solutions were characterized and
quantified by HPLC and TLC. HPLC analysis was carried out using a Hewlett-Packard 1050 series
HPLC equipped with an autosampler, UV detector (280 nm) and a solvent programmer, connected to an
Iutersil Phenyl guard and HPLC column (i e¢m and 25 ¢m x 4.6 mm; § wm; Hichrom) and a Berthold LB
507A radioactivity monitor.
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The following mobile phases and gradient were used at a flow rate of 1.0 mL/min:

Time (min) % Acetonitrile % 0.01 M sodium Citrate Buffer
{pH 4)
0 5 95
60 95 3

Non-radiolabetiled reference standards were dissolved in acetonitrile, mixed with Milli-Q water and
injected into the HPLC column individually and as a mixture to determine standard retention times. Test
solutions {including the pH 5/10°C buffer/acetonitrile sample from 30) were injected into the HPLC
column directly and a mixture of reference standards were injected at regular intervals throughout the
chromatographic analysis.

Aliquots of each sample were analyzed by TLC using a silica gel 60F,, TLC plate, developed in
toluene:acetone:methanol:acetic acid (75:30:6:0.5, by volume). The solvent was allowed to develop to a
height of 170 mm. Non-radiolabelled R107894, CL 322,250, and CL 325,195 were co-chromatographed
with each sample. Following chromatography, quantification of radioactivity present on TLC plates was
performed using a molecular Dynamics phosphor imager. Standards were visualized by irradiation with
UV light (254 nm). Co-chromatography of standards with radioactivity was used for the tentative
identification of degradation products. '

II. RESULTS AND DISCUSSION:
A. TEST CONDITIONS:

Qverall, the experimental conditions were maintained. The pH values ranged from 4.94 to 5.19, 6.93
to 7.06, 8.90 to 9.15, and 7.79 to 8.18 in each of the respective pH 5, 7, 9 and seawater solutions. The
controlled water baths maintained an accuracy of £ 0.1°C.

B. MASS BALANCE:

Total radiocarbon recovery ranged from 61.7 to 102.1% of the applied amount at pH 5 (10°C), 95.7
to 104.3% of the applied amount at pH 5 (25°C), 85.7 to 91.1% of the applied amount at pH 7 (10°C),
87.5 to 91.1% of the applied amount at pH 7 (25°C), 100.0 to 104.0% of the applied amount at pH 9
(10°C), 102.0 to 106.0% of the applied amount at pH 9 (25°C), 85.7 to 87.5% of the applied amount in
seawater (10°C), and 87.5 to 91.1% of the applied amount in seawater {25°C).
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Table 4: Hydrolysis of R107894, HPLC results expressed as percentage of the applied radioactivify at
pH 5 (10°C} (mean valuye of two replicate samples).

Compound Sampling times
Hours Days
0 3 6 12 24 2 3 4 7 10 14 21 30

Parent compound - R107894 940 1 919 1 918 | 927 | 916 | 91.1 | 92.6 | 89.9 | 91.7 | 90.6 | 887 | 853 | 809
CL 322,250 0.73 1139 § 163 | 0.77 | 0.56 1 2.07 | 167 | 243 | 2,67 | 3.27 | 3.86 | 6.18 | 941
CL 325,195 141 | 194 | 2,10 | 130 {220 | 2.26 | 1.8 | 322 | 2.68 | 2.53 | 2.64 { 2.87 | 4.20
Unknown C 2,15 1250 | 255 1 3.10 { 3.02 | 221 | 225 {212 | 0.85 | 1.83 | 2.35 | 243 | 3.03
Unknown D 1.71 1234 [ 198 | 2,18 {1 263 | 237 | 1.74 | 236 | 2.12 { 1.80 | 1.86 | 2.62 | 2.49
Unknown G ND | ND | ND | ND | ND | ND [ ND | ND | ND §} ND | 0.61 { 0.61 | ND
Unidentified radioactivity, if
any
Volatiles | CO,

volatile organic 1

volatile organic n

Total
Total % recovery 100 | 100 | 100 1 100 { 100 | 100 | 100 | 100 | 100 100 | 100 | 100 100
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Table 5: Hydrolysis of R1078%4, HPLC results expressed as percentage of the applied radiocactivity at
pH 5 (25°C) (mean value of two replicate samples).

Compound T Sampling times -
Hours ] Days o
0 3 ] 6 __IL_J 24 2 3 4 7 10 14 21 30

Parent compound - R107894 933 § 919 | 91.1 1 91.7 | 882 | 822 | 806 | 78.1 ) 654 | 602 | 468 | 33.9 | 222
CL 322,250 0.59 [ 201 | 255 1329 {607 {116 143 }17.1 } 29.8 1354 | 49.0 | 622 | 73.9
CL 325,195 1.89 | 2.06 [ 277 { 194 1222 § 286 § 195 1 1.88 {1212 § 1.86 | 1.64 ] 135 | 1.66
Unknown C 1.88 | 2.06 | 1.88 | 1.62 [ 133 [ 1.58 | 1.45 | 146 { 1.38 | 1.19 { 0.93 | 1.27 | 1.06
Unknown D 232 1202 | L7701 151 {218 F 178 | 1.69 § 146 | 1.29 | 1.39 | 1.70 | 131 § 1.29
Unidentified radiocactivity, if ‘l
any
Volatiles | CO,

volatile organic 1

volatile organic n

Total “
Total % recovery 100 { 100 | 100 | 100 | 100 | 100 [ 100 | 100 [ 160 } 100 | 100 | 100 | 100




Table 6: Hydrolysis of R107894, HPLC results expressed as percentage of the applied radioactivity at
pH 7 (10°C) (mean value of two replicate samples).

Compound Sampling times
Hours Days
0 3 6 12 24 2 3 4 7 10 14 21 30

Parent compound - R107894 779 1747 7L [ 66.2 | 591 ] 481 | 346 | 302 | 145 ] 622 | 269 | ND | ND
CL 322,250 12,0 1 14.8 7 185 | 21.7 | 262 | 33.6 | 444 | 487 | 61.7 } 66.9 | 70.2 | 72.7 | 71.6
CL 325,195 134 1 082 076 | 144 | 1.62 | 1.29 | 044 § 073 | 0.70 | 0.65 [ 0.84 | 0.76 | 0.32
Unknown A 220 | 212 } 246 | 290 | 3.20 [ 4.63 | 579 | 528 | 4.63 [ 3.60 | 2.59 | 1.26 | 0.91
Unknown B 3.7 | 413 1396 | 484 | 674 | 969 | 121 | 125 § 16.1 | 204 | 21,1 | 224 | 258
Unknown C 1.16 1 1.80 | 1.83 { 1.40 { 112 | 1.24 { 1.09 [ 130 { 099 | 0.78 | 098 | 1.14 | ND
Unknown D 1.78 | 1.64 } 1.47 [ 161 [ 1.93 | 147 | 1.63 | 1.31 | 136 | 146 { 1.62 | 1.70 | 1.40
Unidentified radioactivity, if
any
Volatiles | CQ,

volatile organic 1

volatile organic n

Total
Total % recovery 100 §{ 100 { 100 | 100 | 100 | 100 ] 100 § 300 | 100 | 100 | 100 | 100 | 100
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Table 7: Hydrolysis of R107894, HPLC results expressed as percentage of the applied radioactivity at
pH 7 (25°C) (mean value of two replicate samples).

Compound Sampling times
Hours Days
.0 3 6 12 24 2 3 4 7 10 14 21 30

Parent compound - R107894 784 [ 579 {451 {277 | 978 1148 | ND | ND | ND | ND | ND | ND | ND
CL 322,250 11,5 1272 {359 | 476 | 596 {635 | 695 | 703 | 724 | 69.4 | 68.1 | 720 | 67.5
CL 325,195 1.06 { 1.17 { 141 | 115 | ND {1084 | 074 | ND | ND | 041 | 034 | ND | ND
Unknown A 230 [ 414 | 517 1 692 1 718 | 393 [ 170 | 1.97 { 129 { 152 | 1.80 | 1.72 | 1.66
Unknown B 405 | 697 [ 955 13.7 | 20.1 | 279 | 268 | 264 | 253 | 275 | 283 | 249 | 296
Unknown C 145 | 1.17 | 1.10 [ 138 [ 0.86 | 046 | ND {068 { 1.03 | ND [ ND [ ND | ND
Unknown D 135 | 148 | 1.82 | 159 [ 0.78 | 1.94 | 127 {060 | ND | 1.25 | 1.48 | 1.39 | 1.23
Unidentified radicactivity, if
any
Volatiles | CO,

volatile organic |

volatile organic n

Total
Total % recovery 100 [ 100 [ 100 | 100 | 98 100 | 100 | 100 | 100 | 100 | 100 { 100 [ 100
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Table 8: Hydrolysis of R107894, HPLC results expressed as percentage of the applied radioactivity at
pH 9 (10°C) (mean value of two replicate samples).

Compound Sampling times - —
Hours Days
- —— 0 | 3 6 12 24 2 3 4 7 10 14 21 30 g

Parent compound - R1078%4 514 | 419 345 {273 J 160 | 328 [ 078 1 ND | ND f ND | ND ND ND
CL 322,250 443 | 529 | 604 | 679 | 79.2 | 907 | 944 § 947 | 850 | 941 | 94.5 | 95.6 § 96.2
CL 325,195 1.52 1220 1 238 | 234 | 2.12 | 232 { 2.05 | 1.88 { 234 | 248 [ 266 | ND { ND
Unknown A ND { ND {032 f ND [ ND { 1.14 1 047 1 103 { 072 { 1.43 { 1.03 | 1.04 | 0.7%
Unknown B ND | ND | ND | ND | ND [ ND | ND { ND | ND | ND { ND | 2,00 | 1.72
Unknown C 122 117 ) 0.84 | 127 {123 1 1.36 | 075 | 121 [ 039 | 033 | 036 | ND | ND
Unknown D 1.56 | 1.83 } 1.55 | 1.31 } 151 [ 1.25 [ 1.58 | 120 | 1.54 | 1.66 § 1.45 | 1.34 | 133
Unidentified radioactivity, if
any
Volatiles | CO,

volatile organic |

volatile organic n

Total
Total % recovery 100 t 100 | 100 | 100 } 100 { 100 | 100 | 100 § 100 { 100 | 100 | 100 | 100
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Table 9: Hydrolysis of R107894, HPLC results expréssed as percentage of the applied radioactivity at
pH 9 (25°C) (mean value of two replicate samples).

Compound Sampling tirmes
Hours Days
0 3 6 12 24 2 3 4 7 10 14 21 30

Parent compound - R 107894 523 1215 1 877 1178 f ND | ND { ND { ND | ND | ND | ND | ND | ND
CL 322,250 434 | 73.8 | 867 [ 942 | 96.0 | 95.6 | 952 § 959 | 969 | 95.6 | 943 | 95.2 | 95.8
CL 325,195 214 | 237 218 176 [ 2,19 1 1.90 | 200 { 1.95 [ 1.67 | 1.66 | 2.24 | 1.55 | 1.26
Unknown A 041 {073 [ 060 | 0.56 | ND [ 096 | 1.24 1 0.59 { 033 | 0.79 { 0.41 | ND | 0.38
Unknown C ND | ND | ND | ND | ND [ ND [ ND | ND | ND | ND | 061 | 1.00 | ND
Unknown D 1.79 [-1.88 [ 1.74 | 1.75 | 1.81 | 1.53 } 1.57 [ 1.57 [ 1.10 {1 1.10 | 148 | 1.37 | 1.2]
Unknown F ND [ ND | ND | ND | ND | ND | ND [ ND { ND | 088 | 1.01 | 092 | 1.38
Unidentified radioactivity, if
any
Volatiles | CO,

volatile organic 1

volatile organic it

Total
Total % recovery 100 { 100 | 100 | 100 | 100 [ 100 | 100 | 100 | 100 4 100 | 100 § 100 | 100
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Table 10: Hydrolysis of R107894, HPLC results expressed as percentage of the applled radioactivity in
seawater {10°C) (mean value of two replicate samples).

Compound Sampling times
Hours Days
] 3 6 12 24 2 3 4 7 10 14 21 30

Parent compound - R107894 549 | 47.0 ) 445 | 347 {202 1521 [ 237 { ND { ND | ND | ND | ND | ND
CL 322,250 393 1478 | 51.0 | 60.4 [ 748 [ 902 | 91.6 | 95.7 | 943 | 95.0 | 95.2 | 95.8 95..5
CL 325,195 235 [ 267 1276 | 283 | 230 ] 234 | 253 {225 | 260 | 2.18 | 2.60 | 2.21 | 2.06
Unknown A ND [ ND { ND | ND | ND | ND [ 051 § ND {079 [ 0.78 | 040 | 0.59 | 1.27
Unknown C 1.62 [ 1.15 § 0.53 | 116 | 1.15 | 1.26 | 1.67 { 0.61 } 0.83 | 057 | ND | ND | ND
Unknown D 187 [ 142 [ 131 { 1.01 } 1.62 | 1.02 | 1.34 [ 1.41 } 1.53 { 149 { 1.79 { 1.46 | 1.2]
Unidentificd radicactivity, if
any
Volatiles [ CQ,

volatile organic |

volatile organic n

Total
Total % recovery 100 3 100 ) 100 § 100 | 100 3 100 ) 100 } 100 § 100 § 100 § 100 } 100 | 100
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Table 11: Hydrolysis of R107894, HPLC results expressed as percentage of the applied radioactivity in
seawater (25°C) (mean value of two replicate samples).

Compound Sampling times
Hours Days
o 3 6 12 24 2 3 4 7 10 14 21 30

Parent compound - R107894 580 {244 } 129 | 217 { ND I ND | ND { ND | ND | ND | ND j ND | ND
CL 322,250 373 | 702 | 822 [ 934 1 963 1956 | 951 | 956 | 955 | 949 | 943 | 948 | 952
CL 325,195 238 1273 1237 | 199 | 243 | 207 | 240 | 227 | 245 { 1.83 {2.16 | 1.79 | 1.10
Unknown A ND [ 036 | ND | ND | ND [ 100 | 1.10 § 1.13 | 0.51 | 1.09 | 0.83 | 1.05 | 0.71
Unknown C 099 1098 089 | 104 | ND | ND { ND | ND | ND | ND | ND | ND | ND
Unknown D 136 {135 | 163 | 137 1129 | 136 | 146 | 1.04 | 1.56 | 1.31 { 141 | 1.15 ] 1.25
Unknown F ND | ND | ND | ND | ND | ND | ND | ND | ND | 087 | 1.29 | 1.18 | 1.74
Unidentified radioactivity, if
any
Volatiles | CO,

volatile organic 1

volatile organic n

Total
Total % recm.rery 160 § 100 [ 100 | 100 | 100 | 100 { 100 } 100 | 100 | 100 | 100 } 100 | 100
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C. TRANSFORMATION OF PARENT COMPOUND:

At test termination, the concentration of the parent compound at 10°C decreased from 94.0% at day 0
to 80.9% of the initial at pH 5, decreased from 77.9% of the initial at day 0 to not detectable by day 21 at
pH 7, decreased from 51.4% of the initial at day 0 to not detectable by day 4 at pH 9, and decreased from
54.9% of the initial at day 0 to not detectable by day 4 in seawater, In the corresponding 25°C test
conditions, the concentration of the parent compound decreased from 93.3% at day 0 to 22.2% of the
initial at pH 5, decreased from 78.4% of the initial at day 0 to not detectable by day 3 at pH 7, decreased
from 52.3% of the initial at day 0 to not detectable by 24 hours at pH 9, and decreased from 58.0% of the
initial at day 0 to not detectable by 24 hours in seawater.

TRANSFORMATION PRODUCTS:

At pH 5 (10°C) there were no major transformation products detected. At pH 7, the major
transformation products detected were CL 322,250 and Unknown B with maximum concentrations of
72.7% and 25.8% of the applied observed on the 21* and 30" days of incubation, respectively, AtpH 9,
the major transformation product detected was CL 322,250, with a maximum concentration of 96.2% of
the applied amount observed on the 30™ day of incubation. In seawater, the major transformation product
detected was CL 322,250 with a maximum concentration of 95.8% of the applied amount observed on
the 21¥ day of incubation. The minor transformation products detected at pH 5 were CL 322,250; CL
325,195; Unknown C; Unknown D; and Unknown G formed at maximum concentrations of 9.4, 4.2, 3.1,
2.6, and 0.61% of the applied, respectively. The minor transformation products detected at pH 7 were
CL 325,195; Unknown A; Unknown C; and Unknown I formed at maximum concentrations of 1.6, 5.8,
1.8, and 1.9% of the applied, respectively. The minor transformation products detected at pl4 9 were CL
325,195; Unknown A; Unknown B; Unknown C; and Unknown D formed at maximum concentrations of
2.7, 1.4,2.0, 1.4, and 1.8% of the applied, respectively. The minor transformation products detected in
seawater were CL 325,195; Unknown A; Unknown C; and Unknown D formed at maximum
cancentrations of 2.8, 1.3, 1.7, and 1.9% of the applied, respectively. Volatiles were not formed.

At pH § (25°C), the major transformation product detected was CL. 322,250 with a maximum
concentration of 73.9% of the applied amount observed at the day 30. At pH 7, the major transformation
prodicts detected were CL 322,250 and Unknown B with maximum concentrations of 72.4% and 29.6%
of the applied observed on the 7™ and 30™ days of incubation, respectively. At pH 9, the major
transformation product detected was CL 322,250, with a maximum concentration of 96.9% of the applied
amount observed on the 7" day of incubation. In seawater, the major transformation product detected
was CL. 322,250 with a maximuin concentration of 96.3% of the applied amount observed 24 hours after
incubation. The minor transformation products detected at pH S were CL. 325,195; Unknown C; and
Unknown D formed at maximuin concentrations of 2.9, 2.1, and 2.3% of the applied, respectively. The
minor transformation products detected at pH 7 were CL 325,195; Unknown A; Unknown C; and
Unknown I} formed at maximum concentration of 1.4, 7.2, 1.5, and 1.9% of the applied, respectively.
The minor transformation products detected at pH 9 were CL 325,195; Unknown A; Unknown C;
Unknown D; and Unknown F formed at maximum concentrations of 2,2, 1.2, 1.0, 1,9, and 1.4% of the
applied, respectively. The minor transformation products detected in seawater were CL 325,195;
Unknown A; Unknown C; Unknown D; and Unknown F formed at maximuin concentrations of 2.7, 1.1,
1.0, 1.6, and 1.7% of the applied, respectively. Volatiles were not formed.

PATHWAYS:

Refer to Attachment 1 {attached) for chemical structures of R107894 and hydrolysis products.
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Table 12: Chemical names for the transformation products of R107894,

Applicant’s CAS CAS and/or IOPAC Chemical Molecular
Code Name Number Chemical Name(s) formula weight
CL 322,250 Unknown P-Chlorophenyleyanobromo 325,548
pyrolecarboxyl
CL 325,195 Unknown Hydroxy ketone metabolite 245,644
HALF-LIFE:
The half-life(lives) of ['C]-R107894 at different pH values were:
pH First order half life DTA60 (unit) DTS4 (unit)
half-life Regression R
equation
5(10°C) 168 days 0.953
5 (25°C) 15 days 0.999
7¢10°C) 69 hours 0.%99
7(25°C) 8 hours 1
9 (10°C) 12 hours 0.998
9 (25°C) 2 hours : 1
Seawater 15 hours 0.997
(10°C}
Seawater @ 3 hours 0.993
25°C

D. SUPPLEMENTARY EXPERIMENT-RESULTS:

In the supplementary study, two hydrolysis products were detected together with two unknowns (A
and B) which were only present in the pH 7 samples, The hydrolysis products (CL 322,250 and CL
325,195) were confirmed as being present in all the samples analyzed and the unknowns were identified
as isomers of a condensation reaction between Tris{tris(hydroxymethyl)amino methane, from the pH 7
buffer) and CL 322,250. The unknowns were not true hydrolysis products from the incubation, but
artifacts arising from the buffer used with the pH 7 samples.

SUMMARY OF DATA:

Hydrolysis of radiolabelled [**C]-R107894 at a nominal concentration of 0.5 g/ was studied. The
test solutions were incubated in the dark at nominal temperatures of 10 or 25 £ 1°C for up to 30 days in
0.01 M citrate buffer (pH 5), 0.01 M TRIS-maleic acid buffer (pH 7), 0.01 M borate buffer (pH 9) and
seawater, The experiment was conducted in accordance with the requirements of the EPA Pesticide
Assessment Guidelines, Subdivision N, Section 161-1 {October 1982) and aspects of the OECD
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Guideline 111 {(1981). The Guidelines followed in this study are now a part of the Harmonized
Guidelines (OPPTS 835.2130). Samples were analyzed at 0, 3, 5, 12, and 24 hours and at 2, 3, 4, 7, 10,
14, 21, and 30 days. Radioactivity was quantified by direct injection using a liquid scintillation analyzer
(Packard Tri-carb 1600 TR) and identification of the transformation products was conducted using HPLC
(Hewlett-Packard 1050 series HPLC and a Berthold LB 507A radioactivity monitor) and TLC (Molecuiar
Dynamics phosphor imager).

The radioactive balance was 87.2 £ 11.8%, 88.6 £ 2.0%, 102.2 £+ 1.0%, and 87.1 £ 0.8% of the
applied at pH 5, pH 7, pH 9, and seawater at 10°C, respectively. At test termination, the concentration of
the parent compound at 10°C decreased from 94.0% at day 0 to 80.9% of the initial at pH 5, decreased
from 77.9% of the initial at day 0 to not detectable by day 21 at pH 7, decreased from 51.4% of the initial
at day 0 to not detectable by day 4 at pH 9, and decreased from 54.9% of the initial at day 0 to not
detectable by day 4 in seawater. At pH 5 (10°C) there were no major transformation products detected.
At pH 7 (10°C), the major transformation products detected were CL 322,250 and Unknown B with
maximum concentrations of 72.7% and 25.8% of the applied observed on the 21* and 30" days of
incubation, respectively. At pH 9, the major transformation product detected was CL 322,250, with a
maximum concentration of 96.2% of the applied amount observed on the 30® day of incubation. In
seawater, the major transformation product detected was CL 322,250 with a maximum concentration of
95.8% of the applied amount observed on the 21 day of incubation. The minor transformation products
detected at pH 5 were CL 322,250; CL 325,195; Unknown C; Unknown D; and Unknown G formed at
maximum concentrations of 9.4, 4.2, 3.1, 2.6, and 0.61% of the applied, respectively. The minor
transformation products detected at pH 7 were CL 325,195; Unknown A; Unknown C; and Unknown D
formed at maximum concentrations of 1.6, 5.8, 1.8, and 1.9% of the applied, respectively. The minor
transformation products detected at pH 9 were CL 325,195; Unknown A; Unknown B; Unknown C; and
Unknown D formed at maximum concentrations of 2.7, 1.4, 2.0, 1.4, and 1.8% of the applied,
respectively. The minor transformation products detected in seawater were CL 325,195; Unknown A;
Unknown C; and Unknown D formed at maximum concentrations of 2.8, 1.3, 1.7, and 1.9% of'the
applied, respectively. Volatiles were not formed.

The radioactive balance was 100.7 % 2.2%, 89.6 = 1.4%, 102.6 = 1.3%, and 89.0 + 1.2% of the
applied at pH 5, pH 7, pH 9, and seawater at 25°C, respectively. At test termination, the concentration of
the parent compound at 25°C decreased from 93.3% at day 0to 22.2% of the initial at pH 5, decreased
from 78.4% of the initial at day 0 to not detectable by day 3 at pH 7, decreased from 52.3% of the initial
at day 0 to not detectable by 24 hours at pH 9, and decreased from 58.0% of the initial at day 0 to not
detectable by 24 hours in seawater. At pH 5, the major transformation product detected was CL 322,250
with a maximum concentration of 73.9% of the applied amount observed at the day 30. ‘AtpH 7, the
major transformation products detected were CL 322,250 and Unknown B with maximum coencenttrations
of 72.4% and 29.6% of the applied observed on the 7" and 30" days of incubation, respectively. AtpH 9,
the major transformation product detected was CL 322,250, with a maximum concentration of $6.9% of
the applied amount observed on the 7" day of incubation. In seawater, the major transformation product
detected was CL 322,250 with & maximum concentration of 96.3% of the applied amount observed 24
hours after incubation. The minor transformation products detected at pH 5 were CL 325,195; Unknown
C; and Unknown D formed at maximum concentrations of 2.9, 2.1, and 2.3% of the applied, respectively.
‘The minor transformation products detected at pH 7 were CL 325,195; Unknown A; Unknown C; and
Unknown D formed at maximum concentration of 1.4, 7.2, 1.5, and 1.9% of the applied, respectively,
The minor transformation products detected at pH 9 were CL 325,195; Unknown A; Unknown C;
Unknown D; and Unknown F formed at maximum concentrations of 2.2, 1.2, 1.0, 1,9, and 1.4% of the
applied, respectively. The minor transformation products detected in seawater were CL 325,195;
Unknown A; Unknown C; Unkuown I; and Unknown F formed at maximum concentrations of 2.7, {.i,
1.0, 1.6, and 1.7% of the applied, respectively. Volatiles were not formed.
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The hydrolytic half-lives of ['“C]-R107894 in pH 5, pH 7, pH 9 and seawater at 25°C were calculated
as 15 days, and 8, 2, and 3 hours, respectively. The corresponding values for [“C]-R107894 incubated at
10°C were 168 days, and 69, 12, and 15 hours, respectively. [*'C]-R107894 was found to be
hydrolytically unstable under the conditions of the test. Rapid hydrolysis was observed in pH 7, pH 9,
and seawater incubated at 25°C, in comparison with that observed at pH 5. While hydrolysis was slower
at 10°C, [**C]-R107894 would still be classified as unstable.

In a supplementary study, solutions of [**C]-R107894 in aqueous buffer (pH 7 and pH 9) and
seawater were incubated at 10°C and 25°C for up to 96 hours to investigate the hydrolytic stability of
R107894. Two hydrolysis products were detected together with two unknowns (A and B) which were
only present in the pH 7 samples. The hydrolysis products (CL 322,250 and CL 325,195) were
confirmed as being present in all the samples analyzed and the unknowns were identified as isomers of a
condensation reaction between Tris(tris(hydroxymethy)amino methane, from the pH 7 buffer) and CL
322,250. The unknowns were not true hydrolysis products from the incubation, but artifacts arising from
the buffer used with the pH 7 samples.

This study is classified acceptable and satisfies the guideline requirement for an hydrolysis study.

RESULTS SYNOPSIS:

pH5@ 10°C 168 days No major transformation products, only minor

transformation products

pHS5 @25°C 15 days CL 322,250

pH7 @ 10°C 69 hours CL 322,250 and Unknown B
pH 7 @ 25°C 8 hours CL 322,250 and Unknown B
pH9 @ 10°C 12 hours CL 322,250

pH9 @ 25°C 2 hours CL 322,250

Seawater @ 15 hours CL 322,250

10°C

Seawater @ 3 hours CL 322,250

25°C
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RASSB’s CONCLUSIONS AND RECOMMENDATIONS:

Risk Assessment and Science Support Branch (RASSB) concludes that the submitted hydrolysis data
developed by the U.S. Environmental Protection Agency’s Environmental Fate Data Requirements
. published in Pesticide Assessment Guidelines, Subdivision N, § 161-1 and OECD Guideline 111 on
R107894 (CL 303,268) satisfies the EPA’s Hydrolysis data requirements and the findings/conclusions
are scientifically sound.

MO R 107894 was rapidly hydrolyzed primarily to CL322,250 and traces of CL 325,195. Half lives
were 15 days, 8 hours, 2 hours, and 3 hours at pHS, pH7, pH9 and in seawater at 25°C. Half lives were
168 days, 69 hours, 12 hours and 15 hours at pHS, pH7, pH9 and seawater at 10°C.

RASSB recommends that the submitted hydrolysis study under the MRID Nos. 456739-08 and
456739-09 be accepted to satisfy the EPA’s Hydrolysis data requirements for the active ingredient, 1H-
Pyrrole-3-carbonitrile,4-bromo-2-{4-chlorophenyl}-5-(triflucromethyl)- (also known as AC 303268) .
¢¢: Srinivas Gowda/RASSB/AD

Chemical {119093)AD
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ATTACHMENTS:

I, Structure of [“C]-R107894 and Hydrolysis Products
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ATTACHMENT 1

Structure of R107894 and Putative Hydrolysis Products

R107894
CL 322,250
Br
NC
I COOH
N
H
o]
CL 325,195
0
NC
l OH
N CF,
H
cI
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289026 AD/ RMB1 27-Jan-2004 27-Jan2004 (O Yes O No @ Yes O No @ ves(O o
289029 AD / AMB1 27-Jan-2004 27-Jan2004 (JYes O No @ Yes O No @ Yes(O No
289029 AD/RASSB 27-Jan-2004 27-Jan-2004 O Yes O Ne @ yes O No @ ves O No
289031 AD / RMBH 27-Jan-2004 27-Jan2004 (O Yes O No @ ves O No @ Yes O No
289031 AD/RASSE 27-Jan-2004 27-Jan-2004 O Yes O No @ Yes O No @ Yes O No
289033 AD/ RMBI 27-Jan-2004 27-Jan-2004 O Yes O No @ vesONo @ Yes (O o
289033 AD / RASSB 27-Jan-2004 27-Jan-2004 (O Yes O No @ Yes O No @ Yes O o
280345 AD / RMB1 27-Jan-2004 27-Jan-2004 (O Yes O No O Yes @ No (O Yes @ Ne
260345 AD/RASSB 27-Jan-2004 27-Jan-2004 O Yes O Ne O ves @ No (O Yes @ No
292015 AD/RASSB 27-Jan-2004 27-Jan-2004 O Yes O No @ Yes O No @ Yes O No
202015 AD /FASSB 27-Jan-2004 27-Jan-2004 (O Yes O No @ Yes(ONo @ ves O o
295928 AD/RASSB 27-Jan-2004 27-Jan-2004 O Yes O No (O Yes @ No (O Yes @ No
295928 AD/RASSB 27-Jan-2004 27-Jan-2004 (O Yes O No O Yes @ No O Yes @ Mo
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

January 22, 2004

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

MEMORANDUM:

SUBJECT:  Review of Anaerobic Degradation Study for ECONEA™ Teclhinical Containing AC
303268 Antifoulant

TO: Marshall Swindell, Product Manager, Team 33

Regulatory Management Branch 1
Antimicrobials Division (7310C)

3 .
FROM: Srinivas Gowda, Microbiologist/Chemist §~.«, v lvol 2 @{SM t }'2’2 | {}%
Risk Assessinent and Science Suppost Branch {RASSB)
Antimicrobials Division (7510C)

4
THRU: Siroos Mostaghimi, Acting Team Leader, Team One L! Jé«f,_.-— / 24)0F

Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Divisien (7510C)

Norm Cook, Chief .}% é,@i.———'——'*" ‘/ Z“é/g (s
Risk Asscssment and Scictice Support Branch (RASSB)
Autimicrobiats Division (7510C)

DP Barcodes: 289027 EPA File Symbol: 43813-ET

Decision #: 220066 MRID Na.: 456739-10

Case Type: New Registration Data Submitter: Junssen Pharmaceutica Inc.
PC Codes: 119093 CAS#H: 122454-29-9

Chemical Name: {H-Pyrrole-3-carbonitrile, Common Name: AC303268

4-bromo-2-(4-chlorophenyl > 5-(trifluoromethyl}-
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INTRODUCTION:

Janssen Pharmaceutica Inc. has submitted the anaerobic degradation study for the active ingredient, 1H-
Pyrrole-3-carbonitrile,4-bromo-2-(4-chlorophenyl)-5-(trifluoromethyl)- (also known as AC 303268) to
meet the U.S. Environmental Protection Agency’s Environmental Fate Data Requirements published in
Pesticide Assessment Guidelines, Subdivision N, § 162-3 in support of new registration of ECONEA™
Technical, EPA File Symbol 43813-ET, for formulation of antifouling treatment products. The
submitted anaerobic degradation study has undergone review by Srinivas Gowda of Antimicrobials
Division’s Risk Assessment and Science Support Branch.

BACKGROUND:

1H-Pyrrole-3-carbonitrile, 4-bromo-2-(4-chlorophenyl)-5-(trifluoromethyl)- is an new active
ingredient in ECONEA™ Technical Anti-fouling Preservative. It is also known as AC303268.

CONCLUSIONS:

la. AC 303268 was hydrolyzed to CL 322,250 and CL 325,195 in fresh and marine systems. DT, was
10 days for freshwater and, 0.03 days for marine; DT, was ~ 113 for freshwater and 0.83 days for
marine.

2a. Major transformation products in fresh water and marine system: CL 322,250 & CL 325, 155
2b. Minor transformation products: Seven unknown transformation products (A-G)

RECOMMENDATIONS:

This study is classified as acceptable and satisfies the guideline requirement for anacrobic degradation
study in two water-sediment systems. RASSB recommends that the anaerobic degradation study for
AC 303268 be accepted in support of registration of ECONEA™ Technical MUP registration,

ANAEROBIC BIOTRANSFORMATION OF ['“C}-R107894 IN TWO
WATER/SEDIMENT SYSTEMS

DATA EVALUATION REPORT
PRODUCT FORMULATION: ECONEA™ Technical Anti-fouling Preservative

ACTIVE INGREDIENT: 1H-Pyrrole-3-carbonitrile,4-bromo-2-(4-chlorophenyl)-5-
(trifluvoromethyl), also known as AC 303268

BACKGROUND: The study was submitted to evaluate the anaerobic degradation of the active
ingredient AC 303268 in two freshwater and two marine sediments. The study was conducted according
to the Environmental Protection Agency’s Environmental Fate Data Requirements published in Pesticide
Assessment Guidelines, Subdivision N, § 162-3.
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CITATION:

Author: J.A. Mackie

Report Date: January 12, 2000

Study Date: Initiated on May 22, 1998 and completed on July 29, 1999

Study Title: “The Anaerobic Degradation of [*C}-R107894 in Two Water/Sediment
Systems”

Laboratory Name: Inveresk Research
Tranent EH33 2NE
Seotland

Laboratory Report No.: 17832

Spensor: Janssen Pharmaceutica N.V.

Turnhoutseweg 30
B-2340 Beerse
Belgium

Q OPPTS GUIDELINE NQ.: Subdivision N, 162-3

EXECUTIVE SUMMARY:

The anaerobic biotransformation of ['*C]-R1078%94 was studied in both a freshwater-sediment and a
marine-sediment test system from Scotland for 52 weeks in the dark at 21°C. [“C]-R107894 was applied
at the rate of 69 tg/L. 1o the surface of the water in each sample. The sediment/water ratio used was
13g/150mL. The experiment was conducted in accordance with the EPA Pesticide Assessment
Guidelines, Subdivision N, Paragraph 162-3, and in compliance with the 40 CFR Part 160 GLP
standards. The test system consisted of borosilicate glass cylinders attached with traps for the collection
of CQ, and volatile organic compounds, Samples were analysed at 0, 3, 7, 14 and 30 days and 8, 13, 17,
26, 39, and 52 weeks of incubation. Surface water was separated from the sediment by decanting and
transferred into separate amberlite jars. The water samples were not extracted and the sediment samples
were extracted with acetonitrile twice with approximately 50 mL. {"*C}-R107894 residues were analysed
by TL.C (using a silica gel 60F,;, TLC plate and developed in toluene:acetone:methanol:acetic acid) and
HPLC (using a Hewlett-Packard 1050 series). ldentification of the transformation products was done by
co-chromatography.

The test conditions outlined in the study protocol were maintained threughout the study. The mean total
recovery of radiolabelled material after 52 weeks was 100.4::4,8% and 96.97:+2.2% of the applied in the
freshwater-sediment system and the marine-sediment system, respectively. The mean total recovery of
radiclabelled material in the surface water and sediment of the freshwater test system was 26.3021.1%
and 22.91:£0.9% of the applied amount, respectively. In the marine test system, the mean total recovery
of radiolabelled material in the surface water and sediment was 57.68£0.2% and 22.46£1.2% of the
applied amount, respectively.

In the fresh water test system, extractable ['*C]-residues in sediment decreased from a high of 62.80% at
day 7 t0 22.91% of the applied amount at the end of incubation period. Non-extractable ['*Cl-residues in
sediment increased from a low of 0.30% at day 3 to 50.96% of the applied amount at the eud of the
incubation period. In the marine test system, extractable {"*C]-residues in sediment decreased from a liigh
of 32.29% at day 14 to 22.46% of the applied amount at the end of incubaticn.period, Non-extractable
[**C}-residues in sediment increased from a low of 1.01% at day 3 to 16.52% of the applied amount at the
end of incubation period. Atthe end of the study, 0.11% and 0.02% of the recovered radioactivity was
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present as CO, and volatile organic compounds, respectively, in the marine test system. Inthe fresh
water test system, 0.04% and 0.02% of the recovered radioactivity was present as CO, and volatile
organic compounds, respectively.

In the fresh water test system, the concentration of R107894 in surface water and sediment decreased
from 90.19% at day 0 to 1.80% of the applied amount at study termination. In the marine test system, the
concentration of R147894 in surface water and sediment decreased from 92.36% to .06% of the applied
amount at study termination.

The major transformation products of both the fresh water system and the marine system detected by
HPLC analysis in water and sediment were CL 322,250 and CL 325,195, Maximum and minimum
concentrations in the water of the freshwater test system were 44.10% and 2.56% of the applied amount,
for CL 322,250, while CL 325,195 was reported to be below the detection limit throughout the
incubation period. Maximum and minimum concentrations in the water of the marine test system were
60.34% and 1.99% of the applied amount for CL 322,250, and 6.64% and below the detection |imit for
CL-325,195. Maximum and minimum concentrations in the sediment of the freshwater test system were
10.05% and 4.62% of the applied amount for CL 322,250, and 1.29% and 1.16% of the applied amount
for CL 325,195, Maximum and minimum concentrations in the sediment of the marine test system were
16.35% and 2.38% of the applied amount, for CL 322,250, and 1.39% and 0.52% of the applied amount
for CL 325,195. :

According to the Registrant, the 1* order 50% decline time (DT50) for the freshwater test system was [0
days and the 90% decline time (DT90) was 113 days. For the marine test system, the 1.5 order DT50
was 0.03 days and the DT90 was 0.83 days. The rates of degradation were estimated by fitting the data
to the Fimmes, Frelise, and Laska model (validated by Bayer AG). The authors noted that degradation
was very rapid in the marine test system and that the degradation rates of R 107894 in each of the
compartments could not be estimated with any degree of accuracy due to the variability in the total levels
of radioactivity in each of the compartments over the incubation period. RASSB was unable to calculate
a half-life for the marine test system (including water and sediment compartments and the entire system)
as well as the water compartment of the fresh-water system because several values were reported as non-
detect and a detection limit was not provided. RASSB calculated half-lives for the sediment
compartment and for the entire fresh-water system based on a first order regression of percent of dose
values. These half-lives were much higher than those reported in the study report, which could not be
verified. However, the differences may be because the Registrant used a model to calculate their values,
while RASSB used a regression analysis.

Results Synopsis:

Test system used: Fresh-water and marine water/sediment test systems
Fresh-water system Registrant RASSB

DT50 in water: Not provided Could not be calculated?
Half-1ife/DT50 in sediment: Not provided 71 days

Half-1ife/DT50Q in the entire system: 10 days 63 days

Maring system

DT3¢ in water: Not provided Could not be calculated
Half:1life/DT50 in sediment: Not provided Could not be calculated
Half-1ife/DT50 in the entire system: 0.03 days Could not be calculated
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Major transformation products; CL 322, 250
CL 325, 195
Minor transformation products: Seven unknown transformation products (A-G)

2 Several values reported as non-detect; no detection limit provided

Study Acceptability: This study is classified as acceptable and satisfies the guideline requirement for
anaerobic biotransformation study in water-sediment system. However, more
detailed information should be provided for the Timme, Frehse, and Laska
model, and in addition, the Registrant should specify which data were used to
calculate the DT50 and DT90 values before full acceptance of the study.

I. MATERIALS AND METHODS
GUIBELINE FOLLOWED: EPA Pesticide Assessment Guidelines, Subdivision N, [62-3

COMPLIANCE: Signed and dated statement of GLP eompliance as specified in
40 CFR Part 160 included with report. Report also included
signed and dated Data Confidentiality and Quality Assurance

statements.
A. MATERIALS:
1. Test Material [Phenyl-"C(U)]-R 107894
Chemical Stracture:
NC Br
CF, T~
NH

Cl

* Position of Carbon-14 Label
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Description:

Purity:
Radiolabelled Lot/Batch No.:
Analytical purity:
Radiochemical purity:

Specific activity:
Locations of the label:

Technical

101-077-026.
>09% on 6/8/96

As stated on specification sheet: >99% on 6/8/96
As determined by TLC and HPLC under Iveresk Project Number
390770 (mean radiochemical purity): 97.37%

26.4 mCi/mmol, 75.4 uCi/mg

Radiolabel is tocated within the phenol ring.

Non-radiolabelled R107894 Lot/Batch No.: AC6943-127

CL 322,250 Lot/Batch No.:
CL 325,195 Lot/Batch No.:

Storage conditions of

test chemieals:{;

Physico-chemical properties
of test material:

(Lt 7% Paranicte

Table 1.

AC9014-97A
AC9014-93B

The test material was supplied in ethanol, The storage conditions in

the laboratory were not provided.

See Table |.

Physico-chemical

roperties of R107894
iy Commonts. -

" ;’\;;ét'er solubi!i ty.

Not provided

u Vapor pressure/volatility Not provided -
UV abserption Not provided -
Pk, Not provided -

ﬂ Ko/log Ko, Not provided -

Stability of Compound at room
temperature

Study report states that the
exact rate of decomposition is
unknown,
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2, Water-sediment collection, storage and properties

iption of water eollection and storage

it Details oo

M

Geographic location

Fresh water: collected from wetlands in Bogton Loch
Salt water: supplied from Flotta laboratory supply;
pumped from Scapa Flow

II

Pesticide use history at the
collection site

Fresh: agrochemical free catchment
Marine: Not provided.

"Collection procedures for water
& sediment:

Not Provided

Sampling depth for water &
sediment:

Fresh water: 54 cm
Marine water: Not provided.

Fresh sediment: 0-30 mm of loch sediment.
Marine sediment: Not provided.

*Depth of marine water adjacent to the sediment was
10cm.

Storage conditions

Fresh: samples stored at 4°C in the dark under aerobic
conditions prior to delivery.

Marine: 12 kg of sediment packed in | coo! box for
delivery. 40 liters of water packed in two 3¢ liter barrels
for delivery. :

it

Storage length

Fresh water/sediment samples collected on June 1* and
received by the laboratory on June 5*.

Salt water/sediment samples were collected on June 9*
and received by the laboratory on June 15*, Samples
were stored at 4°C prior to use in the experiments.

Storage length was not provided.

l Preparation of water and
sediment samples (eg: water -
filtered/not filtered; sediment -
sieved/not sieved)

Fresh water: 20 liters of loch water filtered through a 0.2
mm sieve prior to supply

Marine water: Pumped from Scapa Flow and passed
through a 171 #m mesh.

Fresh sediment: 12 kg of loch sediment collected and
passed through a 2 mm sieve prior to delivery.

Marine sediment: collected from Seaby Bay, retumed to
Flotta and sieved through a 600 Zm mesh to remove
Corophium,
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‘Table 3. Properties of the water

Temperature (°C)

135 10
pH 6.5 8.04
Initial Final Initial Final
Redox potential (mv) RepA:-9 RepA: -174 RepA: -3 RepA: -143
RepB: -8 RepB: -148 RepB: -8 RepB: -160
Oxygen concentration 8% (t;:éi?;::llgace of 106%
(mg/L) 96% (5 cm above Sediment)
l]()i{ésssolved organic carbon 13.4 1743
Hardness (mg CaCO,/L) 39 7100
gg_ﬁlcctrical conductivity NP NP
Biomass (mg microbial NP NP

‘C/100: or CFU or sthier)

NP - not provided in the study report.

i Textural classification silt loam loamy sand
% sand 22.07 83.28
% silt 5592 13.75
% clay 22,01 297
5.8 (in water) 7.7 (in water)
l] Organic carbon (%) 25 | 0.8
CEC (meq/100 g) 18.3 5.2
Redox potential (mv) Initial Final Initial Final
NP NP NP NP
Bulk density (g/cm’) NP NP
Biomass (mg microbial Initial Final Initial Final
C/100 g or CFU or other) NP NP NP NP |

NP - not provided in the study report.
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B. EXPERIMENTAL DESIGN:

1. Preliminary experiments:

2.

Experimental conditions: See Table 5.

Duration of the test

Table 5. Study desi

No preliminary experiments reported.

52 weeks

Water:

Filtered/unfiltered water:
Type and size of filter used, if any:

Filter water used for both fresh and marine systems.
Fresh water filtered through a 2 mm sieve and salt
water filtcred through a 171 m sieve.

‘ Amount of sediment and water/ treatment

15 g of sediment per treatment
150 mL water per treatment

Water/sediment ratio

15 g:150 mL

Application rates (fg/uL)

69

Control conditions, if used (present

lf differences from other treatments, i.e,
sterile/non-sterile, experimental
conditions)

Stability control samples were prepared by
dispensing radiolabelled test solution directly into
acetonitrile, the proposed extractant.

Non-radiolabelled R107894 was administered to
each of the control incubation units.

No. of replications

22 samples; 2 replicates per sampling time.

Stability control samples prepared but not analyzed.

Test apparatus

Type/material/volume _
Details of traps for CO, and organic
volatile, if any

Samples of sediment placed into individual
barosilicate glass cylinders (previously silanised;
15.9 cm?® cross sectional area).

First trap = safety trap; second trap = non-specific
HC-organic volatiles; third trap = liberated *CQ,

If no traps were used, is the system closed

N/A

Identity and concenfration of co-solvent

Not provided

Pesticide application method

Application method (eg: mixed/not mixed)

Volume of the test solution used/treatment:

Not provided

Any indication of the test material
adsorbing to the walls of the test apparatus

No adsorption to glassware was observed for any of
the glass vessels.




(Yes/No)

Microbial biomass/microbial population of Pre-dose Final
the freshwater test system (sediment) Rep | Bacteria | Spores Bacteria | Spores
A 80000 35000 29000 8300
B 120000 | 37000 37000 11000
Microbial biomass/microbial population of Pre-dose Final
the freshwater test system (water) Rep | Bacteria | Spores Bacteria | Spores
A 249 15 31 I
B 20 0 3 0
Microbial biomass/microbial population of Pre-dose Final
the marine test system (sediment) Rep | Bacteria | Spores Bacteria | Spores
A 35000 15000 46000 28000
B 72000 34000 3900 20000
Microbial biomass/microbial population of Pre-dose Final
the marine test system (water) Rep | Bacteria | Spores Bacteria | Spores
A 270 90 110 1
B 250 310 36 113
Experimental Temperature (°C): 21
conditions: Continuous darkness
Yes

Qther details, if any

|

3, Anaerobic conditions;:

4, Supplementary experiments: No supplementary experiments were mentioned in the study

report,

See Table 6.

The test system was exposed to a moist stream of nitrogen via a dip tube
extending to just below the water surface. Samples were measured at
each sampling interval to determine the redox potential and oxygen
concentration of the surface water.
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Table 6. Sampling details

Duplicate incubation from each sediment type
were measured at zero time (immediately
following application), 3, 7, 14, and 30 days,
and 8, 13, 17, 26, 39, and 52 weeks

Sampling intervais

The study report stated that traps were sampled
and replenished at regular intervals throughout

the incubation period. No specifics on sampling
were provided.

Sampling method

Gas mixture passed through a series of 3 traps.

1% safety trap; 2" contained ethanediol to trap
Method of collection of CO, and organic non-specific '*C-organic volatiles; 3";

volatile compounds contained ethanolamine to trap libcrated '*CO;;
polyurethane plugs placed in neck and in safety
trap to trap non-specific “C-organic volatiles

Sampling infervals/times for: At each sampling interval (0, 3, 7, 14, 30 days

and 8, 13, 17, 26, 39, and 52 weeks), redox

sterility check, if sterile controls are used: .
potential was sampled.

redox potential:

Details on storage of the samples before

Sample storage before analysis analysis was not provided.

|| Other observations, if any

C. ANALYTICAL METHODS: :

1. Separation of sediment and water:
Surface water was separated from sediment by careful decanting and then transfer into separate amberlite

jars.

2. Extraction/clean up/concentration methods for water and sediment samples:

Water: After decanting, aliquots of the surface water were submitted for liquid scintillation
counting. The remaining sample was acidified to approximately pH 3 using2 M
liydrochloric acid and then stored until analysis.

Sediment: Each sediment sample was extracted with acetonitrile by shaking for approximately 1 hour
using an end-over-end shaker. The extract was then separated from the residue by
centrifugation at 1000 rpm for 15 minutes. The amount of radiocactivity in the supernatant
was then determined by liquid scintillation counting. Residues were subjected to combustion
analysis to quantify residual radioactive content.

3. Total “C measurement:

Total [MC] was reported to be the swmmation of the total extractable [“C]-activity (surface water
and sediments), total “CO,, total volatile ["“Cl-activity, total ["*C]-non-extractable residues, and
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total ["*C)-activity found in the apparatus wash. The analysis methods for total sediment
extractable and total non-extractable residues were provided above. Aliquots of surface waters,
extracts, apparatus washes, and ethanediol and ethanolamine trap contents were added directly to
the scintillant and counted by liquid scintiilation counting. All radicassays were performed in
duplicate. '

Radioactivity was quantified using a liquid scintillation analyser (Packard Tri-Carb 1600TR) with
automatic quench correction by external standard-channels ratio. Each individual sample was counted
for 5 minutes.

4, Identification and guantification of parent and transformation products:
Radiolabelled R107894 and its degradation products in both sediment and water samples were

characterized and quantified by HPLC and TLC. HPLC analysis was carried out using a Hewlett-
Packard 1050 series HPLC equipped with an autosampler, UV detector and a solvent programer
connected to an Inerisil Phenyl guard and HPLC column {1em and 23¢m x 4.6 mm; Sum; Hirchrom) and
either a Packard Flo-One A-100 Series radioactivity monitor, a Berthold LB 307A radioactivity monitor
or a Gibson Model 202 fraction collector. Quantification of radioactivity ws performed by integrating
the area under each peak or by subtnitiing a fraction of the column eluate for liquid scintillation counting.
Sample aliquots were submitted to TLC using a silica get 60F,,, TLC plate and then developed in
toluene:acetone:methanol:acetic acid (75:30:6:0.5, by volume). Non-radiolabelled R107894, CL 322,250
and CL 325,195 were chromatographed under each sample. Quantification of radioactivity present on
TLC plates was then performed using a Molecular Dynamic phosphor imager.

5. Determination of non-extractable residues:

Following the extraction of the sediment samples, the residues were subjected to combustion
analysis to quantify residual radioactive content. Triplicate portions of sediment residues,
approximately 0.3 g each, were mixed with cellulose powder and 100 to 200 uL of Combustaid®
before combusting in oxygen using a Packard Sample Oxidizer, Model 306. The combusted
products were absorbed in Carbo-Sorb® mixed with Permafluor® V and the radioactivity was
determined by liquid scintillation counting. A {'*C] standard was combusted at the beginning of
each day and at regular intervals throughout the day to check combustion and trapping
efficiencies.

6. Detection limits (1.OD, 1.OO) for the parent compound and transformation products:

The study report stated that a limit of reliable determination, for determination of radicactivity, of 30
d.p.m. above background count rate was instituted in their laboratory. A specific LOD or LOQ was not
provided in the study report.

IL RESULTS AND DISCUSSTON:

A. TEST CONDITIONS:

After application of the test solution, samples were incubated in the dark at a nominal temperature of
21°C for up to 52 weeks. The samples were connected to a continuous nitrogen gas flow system.
Anaerobic conditions, temperature and other experimental conditions were maintained througliout the

study.

B. MATERIAL BATANCE:
The mean total recovery of radiolabelled material after 52 weeks was 100.4 £ 4.8% and 96.97 £ 2.2 %

150



(mean +std) of the applied amount in the freshwater-sediment system and the marine-sediment system,
respectively (see Tables 7 and 8).

Table 7. Biotransformation of [*C]-R107894, expressed as percentage of applied radioactivity
(mean (3.d.)), in fresh water-sediment system under anzercbic conditions

Surface 60.77 | 39.59 | 2556 | 44.10 | 2197 | 1713 | 10.51 | 1548 | 1557 | 23.20 | 26.31
water 82y | (19 | 9 | (29 | 34 | 5.0 | (0D 1 07 | 3| 07 | (LD

Sediment | 35.63 | 54.35 | 62.81 | 34.79 | 50.16 | 41,19 | 28,67 | 26.94 | 22.87 | 2012 | 2291
extracts | (20.8) | (L.1) | G | @3 | G4 | @5 | ¢dH | o | @9 | 24 | 09

003 { 001 | 002 | G0O3 | 003 | 003 | 0.04 § 005 | 005 | 004
® © | © 0 | © ) ) [(0.01) [(003) | ©

0.01 0.01 0.01 002 | 002 | GO2 | 002

¥CO, NS

Mc_
NS ND ND ND

volatiles @1l ©®lo|lo| o o] O
Nmt:bl 2.43 0.34 7.67 | 2497 | 24.73 | 35.57 | 52.51 | $4.69 | 60.79 | 55.50 } 50.96
e:g;uese (1.8) | Q.1 | (03) | (24) | (14) | 28) | @5 [(004) | (QL3) | (20) | 67

Apparatus | 2.92 | 234 | 277 | 019 | 248 | 056 | 025 | 088 | 012 | 010 | 043
Wash G32) | @y | G4 | On | (LT {4 | (02 | (o) [(002] © @01

Total % 101.7 | 96.64 | 98.81 | 104.) | 9937 | 94.48 | 91.97 | 98.04 | 99.40 | 98.98 { 100.4
recovery | (09) | ©3) | @9) | () | (19) | 06) | (19) | (08) | 32) | (0.3) | (48)
NS -No sample
ND - Non-detect
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Table 8. Biotransformation of [*C]-R107894, expressed as percentage of applied radioactivity
{(mean (s.d.)), in marine-sediment system under anaerobic conditions

Surface | 8547 | 6628 | 54.57 [ 5179 | 5350 | 5421 | 54.69 | 55.05 | 5333 | 56.38 | 57.68
water | (0.6) | 36) | (19 [ @D | 7 | €9 | 0.8) | (005 | ©2) | 04) | (02)

Sediment | 13.81 | 23.66 | 30.08 | 3229 | 2828 | 2641 | 26.09 | 25.08 | 23.91 | 21.99 | 22.46
extracts | (13 { a2y | o | @) | o0 | ) {2 | ©n 0 | a3 | 1

0.0t 002 | 004 § 0.06 { 007 | 007 | 0.11 0.12

14
Co, NN AN gy | @ | @ || 00| wn| ©
e 0.01 0.01 002 0.02 0.02 0.02
volatiles | NS | ND | ND P ND oot by TN Ly Lo | o | @
ex;‘“"t‘;ble 435 | 182 | 841 | 1181 [ 1323 | 1361 | 1287 | 1331 | 1688 | 1794 | 16.52
et Loy fan | ae [ as |on [ ey |ay | an | ey | ay |69

Apparatus | 0.19 [ 0.78 { 129 { 0.14 | 027 | 0.15 } 020 |} 0.10 | 036 | 0.15 | 0.19
Wash D | (07 | (1.0 [0.03) ] (0.1) | (0.0 } (0.03) | (0) (0.3 | (0.D § 0.1}
Total % 103.8 | 9253 | 9435 [ 96.03 ] 9531 | 9442 | 93.9 | 93.61 | 94.56 | 97.08 | 96.97
recovery | (05) | 29 | 24 | 0D | (0.5 | (0.9 | (0.6 | (1.8) | 25 | 0.4 | 22)
NS - No sample
ND - Non-detect

C. TRANSFORMATION OF PARENT COMPOUND:

Fresh Water System:

According to HPLC analysis, the concentration of {*C]-R107894 in water decreased from 57.63% of the
applied amount at day 0 to below the detection limit at study termination. The concentration of [“C]-
R107894 in the sediment decreased from 32.56% at day 0 to 1.8% of the applied amount at the end of the
study period.

Marine System:

According to HPLC analysis, the concentration of {C]-R107894 in water decreased from 82.48% of the
applied amount at day 0 to below the detection limit at study termination. The concentration of [*C]-
R107894 in the sediment decreased from 9.88% at day 0 to 0.06% of the applied amount at the end of the
study period.

The Registrant calculated a 50% decline time (DT50) and 90% decline time (DT9¢) of [*C]-R107894 by
fitting the data to the Timme, Frehse, and Laska model for both the anaerobi¢ freshwater-sediment
system and the marine-sediment system (see Table 9). The study report only provided DT50 and DT90
values for the entire system, because according to the Registrant degradation rates in each compartment
could not be estimated due to the variability in the total levels of radioactivity in cach of the
compartments over the incubation period,

RASSB was not able to verify the values provided in the study report for either the fresh water system or
the marine system. For the fresh water test system, RASSB was able to calculate half-lives, based on a
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linear regression analysis of percent of dose values, for the sediment compartment and the entire system.
These values were 70 days and 62 days for R107894 in the fresh water test system sediment and for the
entire fresh water system, respectively. Values for the water compartment of the fresh water test system
and for the entire marine test system, as well as its separate compartments, could not be calculated since
several percent of dosc valucs were reported as non-detect and a detection limit was not provided in the
study report (see Table 9).

Table 9. Half-life/DT50 and DT90 Values for

Registrant Calculated Values
- Square Root v R ;
Fresh water (1" Onder) 10 days 113 days NP NP
Marine | STUECROOL | 503 dave | 0.83 days NP NP
(1.5 Order) ’ ’
i RASSB Calcudated Values
Fresh
water 1* order b = - -
sediment regression 71 days - y = -0.0097< + 3.708 0.928
entire | 63 days - y =-0.0109¢ +3.985 0.906
Marie |
water 1”* order - - - -
sedimem regression - - - -
entire . - — - -
= mm——————)
a Not provided

b Could not be calculated; no detection limit provided

TRANSFORMATION PRODUCTS:

The major transformatien products of both the fresh water system and the marine system detected by
HPLC analysis in water were CL 322,250 and CL 325,195. In the fresh water system, CL. 322,250 was
reported to have a maximum concentration of 44.10% of the applied amount, observed on day 14 of the
incubation. The corresponding concentration of CL 322,250 in water at the end of the study period was
2.56% of the applied amount. CL 325,195 was reported to be below the detection limit in the water
throughout the incubation period. In the marine system, CL 322,250 and CL 325,195 were rcported to
have maximum concentrations of 60.34% and 6.64% of the applied amount, respectively, observed on
day 3 of the incubation. The corresponding concentration of CL 322,250 in water at the end of the study
period was 1.99% of the applied amount, while the concentration of CL 325,195 was below the detection
Himit.

CL 322,250 and CL 325,195 were also the major transformation products detected in sediment in both
the fresh water and marine test systems. According to the study report, maximum concentrations of CL
322,250 and CL 325,195 in the sediment of the fresh water system were 10.05% and 1.29% of the
applied amount, observed on the 14™ and 7* day of incubation, respectively. The corresponding
concentrations in sediment at the end of the study period for the freshwater system were 4.62% and
1.16% of the applied amount, respectively. In the marine-sediment system, maximum concentrations in
the sediment were reported to be 16.35% and 1.39% of the applied amount, observed on the 7* day and
right after application (zero time), respectively. The corresponding concentrations in sediment of the
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marine test system at the end of the study period were 2.38% and 0.52% of the applied amount,
respectively.

Seven unknown transformation products (Unknowns A-G) were also identified and quantified. At the
end of the study period, these compounds together accounted for 39.08% and 75.05% of the total applied
amount, for the fresh water system and the marine system, respectively. Unknown compound B
accounted for the highest percentage of all the unknowns (35.65% and 63.78% for the fresh water and
marine test systems, respectively),

NON-EXTRACTABLE AND EXTRACTABLE RESIDUES:

In the fresh water test system, extractable [*CJ-residues in sediment decreased from a high of 62.80% at
day 7 to 22.91% of the applied amount at the end of incubation period. Non-extractable ["*C]-residues in
sediment increased from a low of 0.30% at day 3 to 50.96% of the applied amount at the end of
incubation period. In the marine test system, extractable ["*C]-residues in sediment decreased from a high
of 32.29% at day 14 to 22.46% of the applied amount at the end of incubation period. Non-extractable
["C]J-residues in sediment increased from a low of 1.01% at day 3 to 16.52% of the applied at the end of

incubation period.

VOLATILIZATION:

At the end of the study, 0.11% and 0.02% of the recovered radioactivity was present as CQ, and volatile
organic compounds, respectively, in the marine test system. In the fresh water test system, 0.04% and
0.02% of the recovered radioactivity was present as CO, and volatile organic compounds, respectively.

TRANSFORMATION PATHWAY:
The transformation pathway was not provided in the study report.

D. SUPPLEMENTARY STUDY- RESULTS:

A supplementary study was not performed.

MII. STUDY DEFICIENCIES:
The following study deficiencies were noted:

+  The study report stated that controls were included in the study but the samples were not analyzed.
+ A detection limit was not provided in the study report.

IV. REVIEWER’S COMMENTS:
The following issues of concern were noted:

«  The raw data were not provided and therefore, the results presented could not be verified.

= The study report provided values for DT50 and DT90 butdid not specify which data were used to
calculate these values. It is assumed that these are decline times for the entire fresh water and marine
test systems.

»  RASSB was unable to verify the values provided in the study report for both the fresh water system
or the marine system. For the fresh water test system, RASSB was able to calculate half-lives, based
on a regression analysis of percent of dase values, for the sediment compartment and the entire
system, however these values were much higher than those reported in the study report (71 days and
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63 days for the fresh water test system sediment and for the entire fresh water system, respectively).
The Registrant used the Timme, Frehse, and Laska model to determine the half lives and RASSB’s
determination was based on a linear regression analysis. Values for the water compartment of the
fresh water test system and for the entire marine test system, as well as its separate compartments,
could not be calculated since several percent of dose values were reported as non-detect and a
detection limit was not provided in the study report.

«  The Registrant should provided a more detailed presentation of (1) the Timme, Frehse, and Laska
model and (2) what values were used to calculate the DT50 and the DT90.

V. REFERENCES:
No references were provided in the study report.

Conclusion: RASSB concludes that this missing information does not alter the acceptability of
the study. The study is acceptable.

155



MEMOQRANDUM:

SUBJECT:

TO:

FROM:

THRU:

DP Barcodes: D289027

Decision #: 220066

Case Type: New Registration

PC Codoes: 119093

Chemical Name: 1H-Pyrrole-3-carbouitrile,

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

Janvary 22, 2004

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

Review of Adsorption/Besorption Study for ECONEA™ Technical Containing
AC 303268 Antifoulant

Marshall Swindell, Prodnct Manager, Team 33
Regulatory Management Branch |
Antimicrobials Division (7510C)

Srinivas Gowda, Microbiologist/Chemist g"a"; PO NT-0:4 @e«é@ﬁ& 0 ) P2 } aff
Risk Assessment and Science Support Branch (RASSB)

Antimicrobials Division (7510C)

Siroos Mostaghimi, Acting Team Leader, Team One L}
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Pivision (7510C)

Norm Cook, Chief

Risk Assessinent and cien pport Bmvz ZASSB}
Antimicrobials Division (7510C)

2904~

EPA File Symbol: 43813-ET

MRID No.: 456739-13

Data Submitter: Janssen Pharmaceutica Inc.
CASH:; [22454-29.9

Common Name: AC303268

J-bromo-2-(4-chloropheny}-5-(triftuoromethyl)-

156




INTRODUCTION:

Janssen Pharmaceutica Inc. has submitted the Adsorption/Desorption Study for the active ingredient 1H-
Pyrrole-3-carbonitrile,4-bromo-2-(4-chlorophenyl}-5-(triftuoromethyl}- {also known as AC 303,268) to
meet the U.S. Environmental Protection Agency’s Environmental Fate Data Requirements published in
Pesticide Assessment Guidelines, Subdivision N, § 163-1 in support of new registration of ECONEA™
Technical, EPA File Symbol 43813-ET, for formulation of antifouling treatinent products. The
subinitted adsorption/desorption study lias undergone review by Srinivas Gowda of Antimicrobials
Division’s Risk Assessment and Science Support Branch.

BACKGROUND:

{H-Pyrrole-3-carbonitrile, 4-bromo-2-(4-chlorophenyl)-5-(trifluoromethyl)- is a new active
ingredient in ECONEA™ Technical Anti-fouling Preservative. It is also known as AC303268.

CONCLUSIONS:

la. K; values were 446, 349, 22, and 183 in sandy loam, silt loam, sand, and loam soils,
respectively.

1b. Average adsorption K, values were 450, 335, 26, and 196 in sandy loam, silt loam, sand,
and loam soils, respectively. The average adsorption K values were 20440, 16733, 3582,
and 5588 in sandy loam, silt loam, sand, and loam soils, respectively.

2a.  Average desorption K, values were 599, 568, 40, and 299 in sandy loam, silt loam, sand,
and loam soils, respectively. The average desorption K values were 27229, 28353,
5658, and 8543 for sandy loam, silt loam, sand, and loam soils, respectively. Desorption
K, and K, values were higher than those obtained for adsorption.

RECOMMENDATIONS:

This study is classified as acceptable and satisfies the guideline requirement for adsorption/desorption
study in sediment. RASSB recomrmends that the Adsorption/Desorption Study for AC 303268 be
accepted in support of ECONEA™ Technical MUP registration.

R107894 ADSORPTION/DESORPTION IN SEDIMENT
DATA EVALUATION REPORT
PRODUCT FORMULATION: ECONEA™ Technical Anti-Fouling Preservative

ACTIVE INGREDIENT: tH-Pyrrole-3-carbonitrile,4-bromo-2-(4-chiorophenyl)-5-
(triflucromethyl), also known as AC 303268

BACKGROUND: The study was submitted to evaluate the adsorption/desorption of the active

ingredient AC 303268 in sediments. The study was conducted according to the Envirommnental
Protection Agency’s Environmental Fate Data Requirements published in Pesticide Assessment
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Guidelines, Subdivision N, § 163-1.

CITATION:
Author: J.A. Mackie
Study Date: April 7, 1998
Study Title: “Adsorption/Desorption of {*C]-R107894 in Sediments”
Laboratory Name: Inveresk Research
Tranent EH33 ZNE
Scotland
Laboratory Report No.: 390723
Sponsor: Janssen Pharmaceutica N.V.
Turnhoutseweg 30
B-2340 Beerse
Belgium

OPPTS GUIDELINE NO.: Subdivision N, [63-}

EXECUTIVE SUMMARY:

The adsorption/desorption characteristics of {"*C]-R107894 was studied in two freshwater soils,
sandy loam and silt loam, and two marine soils, sand and loam, from Scotland in a batch
equilibritm experiment. The experiment was conducted in accordance with the EPA Pesticide
Assessment Guidelines, Subdivision N, 163-1 and in compliance with the GLP standards as
specified under 40 CFR Part 160. The adsorption phase of the study was carried out by
equilibrating air-dried/fresh soil with ['“C]-R107894 at 0, 54, 109, 268, and 518 ng/g soil for
sandy loam and silt loam and at 0, 47, 96, 242, and 484 ng/g soil for sand and loam in the dark at
10 £ 2°C for 4 hrs for all the soils but sand, which was equilibrated for 8 hrs. The equilibrating
solution used was ¢.01M CaCl, or seawater, with a soil/solution ratio of 2g/10g. The desorption
phase of the study was carried out by adding a weight of 0.01M calcium chloride or seawater,
approximately equal to that removed as supernatant, to each soil type. The tubes were shaken
and analyzed as in the adsorption phase.

The supernatant solution after adsorption and desorption was separated by centrifugation. The
supernatant was not extracted, {"C}-R107894 residues were analysed by HPLC and TLC.
HPLC analysis was carried out using a Hewlett-Packard 1050 series HPLC equipped with an
autosampler, u.v. detector and a solvent programmer, connected to an Inertsil Phenyl guard and
HPLC column (! em and 25 cm x 4.6 mm; 5 gm; Hichrom) and a Packard Flo-One A-100 Series
radioactivity monitor. Aliquots of each sample were also submitted to TLC using a silica get
604,54 TLC plate and developed in toluene:acetone:methanol:acetic acid. The adsorption
parameters were calculated using the Freudlich adsorption isotherm.

The stability of the test material at 10 £ 2°C in 0.0l M calcium chloride and seawater was
determined by HPLC. Under the test conditions, ['*C])-R107894 was found to be unstable.
However, the study report stated that these test conditions best reflect those that the test material
will enter in the environment and therefore, the Registrant agreed with the Sponsor to proceed
with the study. The mass balance at the end of the adsorption phase of the study was 90.99 £ 2.1,
89.45 + 3.4, 100.5 £ 6.9, and 103.8 £ 2.0% of the applied amount in the sandy loam, silt loam,
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sand, and loam soils, respectively. The mass balance at the end of desorption phase was 91.50 +
1.1,93.70 £ 4.9, 104.3 £ 7.6, and 99.66 £ 0.9% of the applied amount in sandy loam, silt loam,
sand, and loam soils, respectively.

After 4 hr of equilibration for sandy loam, silt loam, loam and 8 hr of equilibration for sand, an
average of 98.89, 98.38, 97.48, and 83.18% of the applied amount was adsorbed, respectively.
Average adsorption K values were 450, 335, 26, and 196 in sandy loam, silt loam, sand, and
loam soils, respectively. The average adsorption K. values were 20440, 16733, 3582, and 5588
in sandy loam, silt loam, sand, and loam soils, respectively. K values were 446, 349, 22, and
183 in sandy loam, silt loam, sand, and loam soils, respectively. At the end of the desorption
phase, 0.84, 0.88, 9.62, and 1.63% of the adsorbed '*C was desorbed in the sandy loam, silt loam,
sand, and loam soils, respectively. Average desorption K, values were 599, 568, 40, and 299 in
sandy loam, silt loam, sand, and loam soils, respectively. The average desorption

K, values were 27229, 28353, 5658, and 8543 for sandy loam, silt loam, sand, and loam soils,
respectively. Desorption K and K values were higher than those obtained for adsorption.

Results Synopsis:

Soil type: Sandy Loam

Seil type: Silt Loam

Amount adsorbed:  98.89% Amount adsorbed:  98.38%
Adsorption K, 450 Adsorption K 335
Adsorption K 20440 Adsorption K 16733
Amount desorbed;  0.84% Amount desorbed:  0.88%
Desorption K, 599 Desorption K, 568
Desorption K,: 27229 Desorption K_.: 28353
Soil type: Sand Seil type: Loam
Amount adsorbed:  83.18% Amount adsorbed:  97.48%
Adsorption K, 26 Adsorption K;: 196
Adsorption K 3582 Adsorption K, 5588
Amount desorbed:  9.62% Amount desorbed:  1.63%
Desorption K: 40 Desorption K 299
Desorption K 5658 Desorption K, 8543

Study Acceptability: This study is classified acceptable and satisfies the guideline requlrement
for an adsorption/desorption study in soil.

L. MATERIALS AND METHODS

GUIDELINE FOLLOWED: EPA Pesticide Assessment Guidelines, Subdivision
N, 163-1
COMPLIANCE: Signed and dated statement of GLP compliance as

specified in 40 CFR Part 160 included with report.
Report also included signed and dated Data
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Confidentiality and Quality Assurance statements,

A. MATERIALS:
1. Test Material [Phenyl-"“C(U)]-R107894

Chemical Structure:

NC Br

\ CF,

* Position of Carbon-14 Label

Description: Technical

Purity: .

Radiolabelled Lot/Batch No.: 101-077-026.

Analytical purity: >99% on 6/8/96

Radiochemical purity: As stated on specification sheet: >99% on 6/8/96

As determined by TLC and HPLC under Iveresk Project
Number 390770 (mean radiochemical purity): 98.61%
Specific activity: 26.4 mCi/mmol, 75.4 uCi/mg
Locations of the label: Radiolabel is located within the phenol ring.

Non-radiolabelled R107894 Lot/Batch No.: AC6943-127
CL 322,250 Lot/Batch No.: AC9014-97A
CL 325,195 Lot/Batch No.; AC9014-93B

Storage conditions of
test chemieals:]_ The test material was supplied in ethanol. The storage
conditions in the laboratory were not provided.

Physico-chemical properties
of test material: Sce Table 1.
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Table 1. Physico-chemical properties of R107894

Not provided

Water solubility -
Vapor pressure/volatility Not provided - il
UV absorption Not provided -
rK. Not provided -
Ke/log K, Not provided -

Stability of Compound at room
lejnyeerature

Study report states that the exact
rate of decompusition is unknown.

2. Soi] Characteristics: Sece Tables 2 and 3.
Table 2: Description of soil collection and storage

Freshwater Soils

Geographic location

Received from Scottish Agricultural College, Auchincruive,

Scotland

Pesticide use history at the
collection site

Not provided

Collection procedures Not provided
Sampling depth (cm) Not provided
Storage conditions Not provided
Storage length Received on June 26, 1997;

Storage length not provided

air dried etc,)

Soil preparation (eg: 2 mm sieved;

Eacht soil was sieved (2 mm), centrifuged (~1600 rpm, -15 min}
and the moisture content of the soil determined

Marine Soils

Received from the Orkney

Received from University
Marine Biological Station

Geographic location Water Test Centre, Orkney, Millport, Isle of Cumbre, |
Scotland
Scotland
?esticqie use history at the Not provided
collection site
| ECol]ection procedures Not provided
Sampling depth (cm) Not provided
Storage coaditions Not provided
Storage length Received on June 14, 1997, Received on July 4, 1997;

Storage length not provided

Storage length not provided
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Soil preparation {¢g: 2 mm sieved; { Each soil was sicved (2 mm), ¢centrifuged (~1000 rpm, ~15 min)
dair dried ztc.,)

angd the moistire content the soii determined

Table 3: Properties of the soils

Freshwater Soils
?;g(;{g?gfo USDA, 1995) Sandy Loam Silt Loam
% sand 66.8 20.39
% silt 19.71 59.93
% clay 13,49 19.68
llpH 6.5 42
Organic carbon (%) 22 2
EC (meg/100 g) 169 18.8
Moisture (waler content of air dried soil, 25 16
%)
Bulk density (g/fem’) Not provided Not provided
’Fmass (mg microbial C/100 g or CFU or Not provided Not provided
other)
Soil taxonomic ¢lassification Not provided Not provided
lSoI mapping unit (for EPA) Not provided Not provided
|| Marine Soils
fiiiﬁfff;r 1o USDA, 1995) e Siity Clay Loam
% sand 90.04 27.86
% silt 7.55 46.47
% clay 2.41 25.67
7.1 17
0.7 3.5
5.2 15.7
Moisiure (waler conient of air dried soil, 0.8 21
Not provided Not provided
”Biomass {mg microbial C/100 g or CFU or Not provided Not provided
other)
Soil 1axonomic classtfication Not provided Not provided

Sol mapping unit (for EPA.

Nol Erovi ded

Nol provided
o—

e —




C.STUDY DESIGN:

1. Preliminary studies: :
Solubility of ['*C]-R107894: 100 uL of the test material was diluted in ethanol to a final volume

of 5 mL. This solutiona (1.17 mL) was transferred to a volumetric flask and the ethanol was
removed under a gentle stream of nitrogen. The ['*C]-R107894 was then redissolved in 3 mL of
acetonitrile. 1 mL of this treatment solution was then added to 100 mL of either 0.01M calcium
chloride or seawater to prepare the test solution. The test solution was sonicated for ~15 minutes
to aid in dissolution. The final acetonitrile concentration was 1% by volume. Homogeneity of
the test solution and the achieved concentration was measured by analysing aliquots of the
solution by liquid scintillation counting. The concentration of ['*C]-R107894 in 0.01M calcium
chloride and seawater was determined to be 0.99 and 0.92 ug/g, respectively. The highest
concentration for the main study was to be equivalent to 50% saturation, therefore, the test
solutions were diluted to achieve a nominal concentration of 0.5 fg/g. The maximum
acetonitrile co-solvent concentration was 0.5%. '

Adsorption of ["C]-R107894 to Glass and Filters: 0.5 ug/g solution of ['*C]-R107894 in
0.01M calcium chloride were prepared and duplicate aliquots of approximately 10 g were
transferred to screw-capped centrifuge tubes and glass vials. The tubes were shaken on an end-
over-end shaker (15 inversions per minute) for 16 hours in the dark at 10 + 2°C. After shaking,
duplicate aliquots from each tube were submitted to liquid scintillation counting. The glass vials
were incubated at ambient temperature for approximately 16 hours and then duplicate aliquots
from each vial were submitted for liquid scintillation counting. No radicactivity was lost from
solution from either the centrifuge tubes or the glass vials.

1 tg/g solutions of ['*C]-R107894 in 0.01M calcium chloride and seawater were prepared,
containing 1% acetonitrile. Each solution was sonicated for approximately 135 minutes and
aliquots were submitted for liquid scintillation counting. A sub-sample of each solution was then
passed through a 0.45 zm nylon filter and the levels of radioactivity present in the filtrate
determined by liquid scintillation counting. The filtrates were re-filtered through new filters and
the filtrates re-analyzed. The results indicated that [*C]-R107894 was retained through the
initial filtration but successive filtration resulted in a loss of radioactivity. As a result, test
solutions were not filtered in the study.

Stability of ["*C]-R107894: The stability of the test material at 10 + 2°C in 0.01M calcium
chloride and seawater was determined by HPLC. Under the test conditions, [C]-R107894 was
found to be unstable. However, the study report stated that these test conditions best reflect those
that the test material will enter in the environment and therefore, the Registrant agreed with the
Sponsor to proceed with the study.

2. Definitive study experimental conditions: See Tables 4 and 5.

Table 4: Study design for the Equilibration and Adsorption phase
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Condition of soil (air dried/fresh)

air dried

Have these soils been used for other laboratory
studies ?

No

Soil (g/replicate)

2 gfreplicate

Equilibrium solution used (name and
concentration; eg: 0.01N CaCl,)

0.01M calcium chloride or seawater

Contro] used (with salt solution only) (Yes/No)

Blank tubes prepared with soil and 0.0 1M calcium
chloride or scawater and control tubes prepared

with {“C}-R107894 in 0.01M calcium chloride or
scawatcr H

Test material Analytically measured 0.01M calchwn chloride: 0.458
concentrations concentrations ( fg a.i/g
soil) during equilibration Seawater: 0.439
phase
Analytically measured 0.01M caleium chloride: 0.518, 0.268, 0.109,
concentrations ( Ug a.i/g 0.054 (including 0.5% acetonitrile)
s0il) during analytical
phase Seawater: 0.484, 0.242, 0.096, 0.047 (including

0.5% acetonitrile)

1dentity and concentration of co-solvent, if any

0.5% acetonitrile

Soil:solution ratio

2 g 50il:10 g solution

N S A I

Initial pH of the equilibration solution, if provided | Notprovided
No. of replications | Controls Not provided
Treatments Quadruplicate samples of cach soil
Equilibration Equilibrium Time Samples taken at 2, 4, 16, 24, and 48 hours
Adsorption Time 4 hrs for sandy loam, silt loam, and loam soil; &
hrs for sand
Temperature (°C) - 10+2°C ‘{
Darkness (Yes/No) Yes
Shaking method End-over-end shiaker (15 inversions per minute)
Shaking time Samples shaken for a total of 48 hrs; sampled at 2,
4, 16, 24, and 48 hours
Method of separation of supematant (eg., Centrifugation
centrifugation)
Centrifugation Speed (rpm or g) Approximately 1000 rpm
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Dusation (min) Approximately 10 minutes

Method of separation of Not provided
soil and solution

Table 5: Study dcsign for the esorp tion phase

Were the soil residues from the adsorption phase used? If not,
describe the method for adsorption using a separate
adsorption Table

Yes

Amount of test material present in | concentration 1 Not provided
the adsorbed sfate/ads_orbed concentration 2 Not provided
amount (mg a.i./kg soil)

concentration n Not provided
No. of desorption cycles 1

0.01M calcium chloride or seawater at a
weight approximately equal to that
removed as supernatant

Equilibration solution and guantity used per treatment for
desorption

i i i Not provided (assumed to be same as
Soil:solution ratio p ¢

adorption)
Controls Not provided
Replications - "
Treatments Quadruplicate samples of each soil
Time 4 tirs for sandy loam, silt loam, and loam
soil; 8 hrs for sand
Temperature (°C) 10£2°C
Desorption equilibration Darkness Yes
Shaking method El}d-over-end shaker (15 inversions per
minute)
Shaking time Contimfous shak‘mg for 4 hrs or 8 fus
depending on soil
Speed (Ipm or g) Approximately 1000 rpm
Cenrifugation Duration (min) Approximately 10 minutes
Method of separation of .
soil and solution Not provided u

3. Description of analvtical procedures:

Extraction/clean up/concentration methods:
Each soil pellet was extracted three time with 10 mL of acetonitrile for about one hour. The
extracts were separated from the residue by centrifugation at 1000 rpm for 10 minutes.
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Supernatant samples were not extracted.

Total "*C measurement:
100 pl of Cellulose powder and Combustaid® were added to triplicate portions of each soil
pellet prior to combustion in oxygen using a Packard SampleOxidiser, Model 306, The

- combusted products were adsorbed in Carbo-Sorb®, mixed with Permafluor®E* and the
radioactivity determined by liquid scintillation. Carbon-14 standards, Spec-Chec™, were
combusted at the beginning of each day and at regular intervals throughout the day to check
combustion and trapping efficiencies. All extracts (100 £4.), supemnatants (0.5g), and dose
solution aliquots {0.5g} were added to scintillant and counted by liquid scintillation counting.
Radioactivity was quantified using a liquid scintillation analyzer (Packard 1600TR) with an
automatic quench correction by external standard channels ratio.

Identification and quantification of parent compound and transformation products:

HPIL.C analysis was carried out using a Hewlett-Packard 1050 series HPLC equipped with an
autosampier, u.v. detector and a solvent programmer, connected to an Inertsil Phenyl guard and
HPLC column (1 ¢m and 25 cm x 4.6 mm; 5 f&m; Hichrom) and a Packard Flo-One A-100 Series
radioactivity monitor. Non-radiolabelled reference standards were dissolved in acetonitrile and
injected onto the HPLC column individually and as a mixture to determine standard retention
times. Quantification of radioactivity was performed by integrating the area under each peak or
by submitting fractions to liquid scintillation counting, The recovery of radioactivity injected
onto the column for selected samples was measured by collecting the column eluate and
submitting aliquots to liquid scintiilation counting and comparing the levels recovered with those
injected,

Aliquots of each sample were also submitted to TLC using a silica get 60, TLC plate and
developed in toluene:acetone:methanol:acetic acid. The solvent was allowed to develop to a
height of 170 mm. Non-radiolabelled R107894, CI. 322,250, and CL. 325,195 were
chromatographed under each sample. Following chromatography, quantification of radicactivity
present on TLC plates was performed using a Molecular Dynamics phosphor imager. Standards
were visualized by irradiation with u.v. light. Co-chromatography of standard with radioactivity
was used for the tentative identification of degradation products.

Detection limits (LOD, LOQ) for the parent compound and transformation products:

The study report stated that a limit of reliable determination, for determination of radiocactivity, of
30 d.p.m. above background count rate was instituted in their laboratory. A specific LOD or
LOQ was not provided in the study report.

. RESULTS AND DISCUSSION

A. TEST CONDITIONS:

Three deviations from the test protocol were identified in the study report: (1) the analytical
control for 0.01M calcium chloride was analyzed following the addition of an approximately
equal volume of acetonitrile, as it was suspected that the test material had precipitated out of
soiution; (2} tube washes were not conducted as extractions were conducted in the original
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centrifuge tubes; and (3) adsorption supernatants samples from sandy loam, silt loam and loam

and all desorption supernatants contained insufficient levels of radioactivity to permit

chromatographic analysis. The study report stated that these deviations were not considered to

have affected the scientific integrity of the study.

B. MASS BALANCE:

The mass balance at the end of adsorption phase of the study was 90.99 £ 2.1, 89.45 £ 3.4, 100.5

+ 6.8, and 103.8 = 2.0% of the applied amount in the sandy loam, silt loam, sand, and loam,
respectively. The mass balance at the end of desorption phase was 91.50 £ 1.1, 93.70 = 4.9,
104.3 + 7.6, and 99.66 + 0.9% of the applied amount in sandy loam, silt loam, sand, and loam,

respectively.

Table 6: Recovery of [*C]-R107894, expressed as percentage of applied radioactivity, in

soil after adsorption/desorptio

+s.d

At the end of the adsorption phase
Adsorplion sepernatant 1022013 | 1262004 | 16.02£0.29 | 2.34+0.13
’éxtraclable Radioactivity 8576+ 1.80}83.68 £3.49 | 75.27+5.98 | 83.84 £1.70
KNomextraccable residaes 4212013 14512002 § 922+ 1.14 | 12.65+038
Total recovery 90.99£205}18%.45+3.43 |100.50 +6.82 [ 103.83 £ 1.95
At the end of the desorption phase
Adsorption supernatant 1.01£0.01 |197x0.86 |1579+£0.04 |2.18x0.06
fiDesorption Supernalant 0.75 082+£0.03 {9.13+x008 |1.36+0.04
Extraclable Radioactivity 84.73 4 1.12 ] 86.68 +: 5,42 {70.70 = 6.94 {84.19%0.26
Non-extractable residues 502+001 |423+033 1864+£0.66 [11.94+1.21
Total recovery 91.50=1.1419370+4.86 110425 4 755 {99.66 & 0.85
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Table 7: Concentration of ['*C]-R107894 in the solid and liquid phases at the end of
adsorption equilibration period (mean = s.d.)

Sandy Loam 5ilt Loam Sand Loam

Concentration ; : : :
. R Soletion . . Solution . Solution . . Solution
(ng/e) 5°EL§,‘;;°' Cone. | % adsorbed” S°‘(:1g,‘$°' Conc. | % adsorbed® S°EL§E‘;“" Conc. | % adsorbed” S“EL;"';':‘ Cone. | % adsorbed®
(ng/e) (ng/g) (ng/e) & (ng/e)
C“"“’;"““““ 2603% 19,1 |5.672006 |9891+001 2533219 | 10882450 [97.00£0.86 | 2043198 [80.352£0.06 |8340001 |2355%28 1202032 9753006
C°"°°g"“"°" 13362636 298017 [9889£006 13332141 (3472022 (98712008 [ 10312212 {38.922021 83922008 | 11952177 {546£008 [97.75£0.04
C°"°°§'"“"°" 5385283 [1.1620.03 {9894+002 [5362071 {132%001 198792001 [402% 141 [1634£040 {8298 +040 470+ 113 |252%006 |97.38+007
C°“°°2““°“ 273% 354 [064%0.04 [98824008 |268+636 [1.02%045 [og112083 1972071 [827%003 [8241x004 {2322283 |1292006 [97.262012
* amount on soil residug is measured by soil residue analysis
* % of applicd radioactivity which is adsorbed
Table 8: Concentration of [**C]-R107894 in the solid and liquid phascs at the end of
desorption equilibration period (mean =+ 5.d.}

Sandy Loam Silt Loam Sand Loam
Concentration . Solution . Solution . Snlution . Solution
(ng/e} SOEL;ZT' Cone. % desorbed® SnEIn(gI!o;c. Cone. % desorbed® SO;L;;';C‘ Cong, % desorbed® SO;L;(;'C' Cane. %% desorbed®

(ng/g) & (ng/g) (ng/e) (ng/g)

C°"“’;"““°" 2584 £ 19.1 [427+001 [08320.01 {2512+20.6 {4.58%0.06 [090£002 |1825:191 [46.88039 |9.72:008 §2323242 [7.84%030 [1.62%0.06
C“"“;‘“‘"“" 1326£8.49 12225020 {08320.11 13234283 12242022 |0.84 008 19296495 |22.12054 §9.10£023 |1179 % (8.4 }3.720.16 §1.54£0.05
c°"°°;"““°" 534283 (0832007 10762006 [5322141 |0892000 J0822009 [364%354 (8672025 [9122035 [464%106 [1.51%001 |1.5720.0I
C°“°e:"a‘i°" 271354 10502001 [093£002 [265%7.07 [05320.14 {099%028 [174£212 [489%0.18 [10524047 12282283 0842009 |1.80%0.16

a Each value in the solid phase is the amount present after | desorption and each valize in the solution phasc is the otal amount desorbred.
b % ol applied mdioactivity which is desorbed
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Table 9: Adsorption and desorption constants of [**C]-R107894 in the soils

Adsorplion Desorption
Seil
Ky Koe ¥r R? I/N Ky K,
Sandy loam--
Cencentration | 460 20383 605 27502
Concentrotion 2 449 20401 446 1 1.031 604 27458
Concentration 3 464 21089 646 20358
Concentration 4 427 19388 541 24596
Silt lcam--
Cencentration 1 255 12749 549 27428
Concentration 2 336 19274 349 0.967 0.882 595 29744
Concenlration 3 406 20286 603 30224
Concentralion 4 293 14622 521 26016
Sand--
Concenlration | 26 3633 39 5862
Conccentration 2 7 3783 22 1 1.046 42 5999
Concentralion 3 25 3516 42 5997
Congentration 4 24 3394 ' 36 507
{.0am--
Concentration | 197 5611 297 8478
Concentration 2 219 6257 183 0.998 1.049 318 9079
Congentration 3 187 53490 307 877
Concentralion 4 180 5142 275 7844

K, »Adsorption and desorption cocflicicnis
K, - Coefficiens adsorplion per organic carbon (K, x t{0/% organic carbon)
K - Freundtich adsorplion coefficicnts

R} « Regression coefficient of Freundlich eguation

1/ ~Slope of Freundlich adsorplion isowhcrms

C. ADSORPTION:

Adsorption rematned the same with increasing concentration. After 4 hr of equilibration for
sandy loam, silt loam, loam and 8 hr of equilibration for sand, an average of 98.89, 98.38, 97.48,
and 83.18% of the applied amount was adsorbed, respectively. Average adsorption K, values
were 450, 335, 26, and 196 in sandy loamn, silt loam, sand, and loam soils, respectively. The
average adsorption K. values were 20440, 16733, 3582, and 5588 in sandy loam, silt Joam, sand,
and loam sotils, respectively. K, values were 446, 349, 22, and 183 in sandy loam, silt loam,
sand, and loam soils, respectively.

D. DESQRPTION: :

At the end of the desorption phase, 0.84, 0.88, 9.62, and 1.63% of the adsorbed '“C was desorbed
in the sandy loam, silt loam, sand, and loam soils, respectively. Average desorption K values
were 599, 568, 40, and 299 in sandy loam, silt loam, sand, and loam, respectively. The average
desorption K, values were 27229, 28353, 5658, and 8543 for sandy loam, silt loam, sand, and
loam, respectively. Desorption K, and K, values were higher than those obtained for adsorption.

1I1. STUDY DEFICIENCIES:
The following study deficiencies were noted:

. The study report stated that controls were included in the study but their values were not
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provided. Only qualitative statements concerning the controls were included in the

I’Cp[)l't.
. Storage conditions in the laboratory were not provided.
. A detection limit was not provided in the study report.
. In the desorption phase study design, the amount of test material present in the adsorbed

state/adsorbed amount (mg ai/kg soil} was not provided.
. Physico-chemical properties of the test material were not provided.

IV, REVIEWER’S COMMENTS:
The following issues of concern were noted:

. The raw data were not provided and therefore, the results presented could not be verified.

V. REFERENCES;
No reference were used in either the study or the evaluation.

Conclusion: RASSB concludes that this missing information does not alter the acceptability of
the study. The study is acceptable.
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6D 57
S, UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

F 3
iw 4 WASHINGTON, D.C. 20460
) Eros
“y moﬁﬁ w :
OFFICE OrF
PREVENTION, PESTICIDES
BND TOXIC SUBSTANCES
Mr, Bill Goodwine
Janssen Pharmaceutica, Inc.
11215 Trenton-Harbourton Road
Titusville, NJ 08560

Subject: ECONEA Technical
EPA File Number 43813-ET
Your Submission Dated September 30", 2003
EPA Received Date October 3" ,2003

The submission referred to above, submitted in connection with registration under the Federal
Insecticide, Fungicide, and Rodenticide Act, as amended, to obtain approval for the leaching
rate study for the active ingredients RH-287 and AC 303268 in Sigma Nexxium 20 paint, is
acceptable.

This study is acceptable and reflects the guidelines specified for the ASTM Method D5108-90
for aqueous availability. The Agency recommends that the special leaching study for AC 303268
and RH-287 antifoulant agents be accepted in support of registration of the product, Sigma
Nexxium 20 paint. The study was conducted according to the ASTM D5108-90 Method
modified for RH-287 and AC 303268-based paints.

If you have any questions concerning this letter, please contact Karen M. Leavy-Munk at
(703)-308-6237.

Sincerely,

ool

Marshall Swindell

Product Manager 33

Regulatory Management Branch |
Antimicrobial Division{(7510C)

172




A £0 1y
- Y

i <
O g genct

%
% -
"¢ ot

TI0:

FROM:

ID#:

DP BARCODE:

SUBMISSION:

PC CODE:
CAS#H:

1C

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

ME:

WASHINGTON, D.C. 20460

OFFICE OF
PREVENTION: PESTICIDES AND
TOXIC SUBSTANCES

SEP |7 21

Review of Leaching Study for Sigma Nexxiom 20 Paint
Containing AC 303268 and RH-287 Antifoulants

Marshall Swindell, Product Manager Team 33
Regulatory Management Branch I
Antimicrobials Division(7510C)

Robert Quick, Cliemist @ (erf chz{i
Risk Assessment and Science Support Branch
Antimicrobials Division(7510C)

Norm Cook, Chief o< (afe-  §. /703
Risk Assessment and Science Support Branch
Antimicrobials Division{7510C}

043813-ET

456732-01

S631626

072289

119093

122454-29-9

1H-Pyrrole-3-carbonitrile, 4-bromo-2-(4-chlorophenyl)-5-
trifluoromethyl)

Interriel Address {URL) « hltpiAvww,epa.gov

Recycled/Rucyclabils » Printed with Vagetable Ol Based Inks on Process Chiorine Free Recycled Peper (Minlmun: 80% Postconsumar contz)3



Introduction:

Janssen Pharmaceuticaa has submitted a release rate study for the active ingredients in a marine
antifoulant paint. The name of the paint is Sigma Nexxium 20 Paint. The paint contains Sea
Nine™ 21] and AFO28 antifoulant chemicals. Sea Nine 211 is also known as RH-287 or 4,5-
dichloro-2-n-octyl-3(2H)-isothiazolone. AFO28 is AC 303268 or 1H-Pyrrole-3-caronitrile,4-
bromo-2-(4-chlorophenyl)-5-(trifluoromethyl). The “bean sheet” is for the chemical, 1H-Prrole-
3-carbomitrile,4-bromo-2-(4-chlorephenyl)-5-(trifluoro), and the instructions are, “Please review
new chemical ecotox. data for acceptability”. The release rate(leaching) data are for both
chemicals. The data were submitted as a part of the data packages for the new chemical AC
303268. A number of data packages for AC 303268 are being reviewed under different “bean
sheets” for the various scientific disciplines.

Background:

AC 303268 is a new chemical. No label is submitted with this data package containing this
leaching study. The co-active ingredient in the formulation is also known as Sea Nine-211. That
chemical is already registered as an antifoulant.

Conclusions:

la. The average leach rate for AC 303268 between day 21 and day 45 was 8.56 pg/em?® /day.
b. The cumulative leach rate for AC 303268 through day 1 was 12.9 pg/cm? and through day 45
was 454 pg/em?,

2a. The average leach rate for RH-287 between day 21 and day. 45 was 35.7 pg/em? /day.
b. The cumulative leach rate for RH-287 through day | was 57.5 ug/cm? and through day 45
was 1813 pg/em?,

Recommendations:
This study is acceptable and reflects the guidelines specified for the ASTM Method D5108-90
for aqueous availability. RASSB recommends that the special leaching study for AC 303268 and

RH-287 antifouling agents be accepted in support of registration of the product, Sigma Nexxium
20 Paint.

SPECIAL LEACHING STUDY
DATA EVALUATION REPORT
PRODUCT FORMULATION:  Sigma Nexxium 2{ Paint
- ACTIVE INGREDIENT: IH-Pyrrole-3-carbonitrile,4-bromo-2-(4-chleropropyl )-S-
(triflucromethyl), also known as AC 303268

BACKGROUND: The study was submitted to determine the leach rates of the active ingredients
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RH-287 and AC 303268 in Sigma Nexxium 20 paint. The study was conducted according to the
ASTM D5108-90 Method modified for RH-287 and AC 303268-based paints..

CITATION:

Author: David J. Sinning

Date: February 21, 2002

Title: Leach Rate Determination of Sigma Nexxium 20 Paint Containing Sea Nine™

211 and AFO28 Antifoulings

Laboratory:  Case Consulting Laboratories, Inc., 622, Route Ten, Whippany, New Jersey
07981

Sponsor: Sigma Coatings USA BV, P.O. Box 816, 1401 Destrehan Avenue, Harvey
Louisiana 70059

Study Date:  October 15, 2001 to February 21, 2002

OPPTS GUIDELINE NO: None

EXECUTI MMARY:

The leach rate determination of Sigma Nexxium 20 Paint was studied using the ASTM D5108-
30 Method: Standard Test Method for Organotin Release Rates of Antifouling Coating Sysiems
in Sea Waier, specifically designed for antifoulants. This test method was modified for Sea
Nine™ 211 (RH-287) and AC 303268 based paints. The study was conducted to determine the
rate at which Sea Nine™ 211 (RH-287) and AC 303268 are released from Sigma Nexxium 20
Paint. The study was conducted in synthetic sea water, which was prepared according to ASTM
D 114, Section 6 Standard Method, at 25 £ 2°C. Salinity of the synthetic sea water was
maintained at 30 to 35 ppt and a pH of 7.8 to 8.2. The study of leach rate measurement was
conducted for 45 days. The experiments were carried out in compliance with the EPA GLP
standard, 40 CFR Part 160. A pseudo steady-state leach rate was attained afier 21 days and 38
days for the AC 303268 and RH-287 samples, respectively. The average leach rate of AC
303268 from the paint between day 21 and day 45 was 8.56 ug/cm*day with a standard
deviation of 1.2 pg/cm¥day. The cumulative release of AC 303268 from the paint was 12.9
ug/cm? through day 1 and 454 pg/em? through day 45. For RH-287, the average leach rate
between day 21 and day 45 was 35.7 pg/cm¥day with a standard deviation of 8.4 pg/cm?¥day.
The cumulative release of RH-287 from the paint was §7.5 pg/em? through day 1 and 1813
through day 45.

Sigma Nexxium 20 Paint was applied to polycarbonate cylinders measuring 2.5 inches (6.4 cm)
in diameter {cvlinder tength not reported). The area that the Sigma Nexxium 20 paint was
applied to on the cylinder was 200 cm? with a film thickness of at least 0.004 inches (100 um).

Cylinders were put in the holding tank (food-grade polyolefin) of 100 liter capacity. Synthetic

sea water was continuously circulated through the tank, an activated carbon filter and a chelating
resin filter at a rate of 5 L/min, Leach rates were measured by exposing the cylinders to 1500 mL
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of synthetic sea water and rotating the cylinders for 60 minutes at 60 5 rpm. The leach rates
were measured on days 1, 3, 7, 10, 14, 21, 24, 28,31, 35,38,42,and 45.

Samples of the leached Sigma Nexxium 20 Paint were collected and analyzed for Sea Nine™
211 (RH-287) and AC 303268 by HPLC. The study did not report the identification of any
transformation products.

The study is acceptable and reflects the guidelines specified by the ASTM Method D51 08-90 for
aqueous availability.

RESULTS SYNOPSIS:

Average Leach Rate (AC 303268) between day 21 and day 45: 8.56 pg/em? /day
Cumulative Leach Rate (AC 303268) between day 1 and day 45: 12.9 to 454 pgfom’
Average Leach Rate (RH-287) between day 21 and day 45: 35.7 ug/em?® /day
Cumulative Leach Rate (RH-287) between day | and day 45: 57.5to 1813 pg/em?

I. MATERIALS AND METHODS

Guideline followed: The study followed ASTM Standard Method
D5108-90: Standard Test Method for Organotin
Release Rates of Antifouling Coating Systems in Sea
Water.

Compliance: The study was performed in compliance with GLP
standards as specified in 40 CFR Part 160. Signed
and dated GLP, Quality Assurance, and Data
Confidentiality Statements were provided.

A. Materials:

1) Test Material: Sigma Nexxium 20 Paint

Description: The test substance is a antifouling paint, redbrown
in color containing the active ingredients Sea
Nine™ 211 (3.43%) and AC 303268 (3.68%). The
material was supplied by Sigma Coatings USA
Paints B.V. (Batch No. 1020573506).

Purity: Analytical purity:
' Sca Nine™ 211 (RH-287) - 99.86%
AC303268 - 94.6%
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The physical-chemical properties of Sigma Nexxium 20 Paint were not reported.

2) Synthetic Sea Water Solution:

The synthetic sea water was prepared according to ASTM Method D 1141, Section 6, and stored
ina 100-L tank (food-grade polyolefin) at 25 + 2°C. The water was continually pumped through
the tank, an activated carbon filter, and a chelating resin filter at a rate of 5 L/min,

B. Experimental Conditions:

1) Experimental Conditions:

Duration of study: October 15, 2001 to February 21, 2002
No. of replications: 3 replicates
pH of'the synthetic sea water: 78 t0 8.2
Temperature of the sea water: 25x2°C
Salinity of sea water: 30 to 35 ppt
Type of cylinders used: Polycarbonate cylinders (2.5 inch diameter)
Area of cylinders painted: 200 cm®
Rate {rpm)of cylinder rotations: 60 = 5 rpm
Duration of cylinder rotation: 60 minutes
Paint thickness: At least 0.004 inches (100 pm)
- 2) Sampling:

The cylinders were removed from the holding tanks on days 1, 3, 7, 10, 14, 21, 24, 28, 31, 35, 38,
42 and 45. The cylinders were placed in a measuring container holding 1,500 mL of synthetic
sea water at 25 + 2°C and were rotated in the container at 60 -+ 5 rpm for 60 minutes. After one
hour, 45 mL of the exposed sea water sample was measured into 2-oz. glass bottles and 5 mL of
methanoel was added to each bottle. The bottles were then sealed with polyseal caps and
refrigerated until analysis. The cylinders were placed back into the holding tanks until the next
leaching interval.

C. Analytical Methods:

The samples were analyzed by HPLC with detection limits of 22.7 ppb and 15.6 ppb for AC
303268 and RH-287, respectively. A reference standard and spike sample were injected with
each sample run. The HPLC analysis was conducted under the following operating conditions:

Pump: Knauer Model 364.00

Detector: Knauer Variable Wavelength Detector Model 731.87
Autosampler: Shimadzu Model SIL-10A.

Column: Phenomenex Luna, C-18(2), 5§ um, 250 x 4.6 mm
Flow Rate: 1.0 mL/min,
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~ Injection Volume: 400 uL

Detection: UV 275 nm
Gradient:
Time % Solution A % Solution B
{0.01 M Acetate) (80:20, Acetonitrile:0.05 M Acetate)
.0 100 0
0.1 0 100
20.0 0 100
20.1 100 0
30 100 0

Caleulations and Results -

The release rates of AC 303268 and RH-287 for each sample were calculated by using the
following equation:

R =(CxVxD)+(TxA)=Cx0.18

where: R = Release rate, pg/cm?/day
C = Concentration of AC 303268 or RH-287 in the release rate sample, pg/L
V = Volume of synthetic sea water in measuring container, 1.5 L
D = 24 hours/day
T = Rotation time of painted cylinder, 1 hour
A= Arca of painted surface on the cylinder, cm? (diameter of cylinder (cm) x
length of painted band on cylinder (cm) x ), 200 cm?®

Cumulative release rates of AC 303268 and RH-287 were calculated for each sampling
day by multiplying the average release rate at each sampling day by the number of days in the
interval and then summing the values. The equation used as shown in ASTM Standard Test
Method D 5018-90, is as follows:

CR=R;+2Z xR} +(4xXxR) TG xR} + (4 xR P+ (TXxRy) +BX Ry} + (4 X Ryg) +
(3 x Ry)t (7 X Ryp) T (4x Ryp) + (3 xRy)

where: CR = Cumulative release rate, pg/cm?
R; R;, R, etc. = Day | Release Rate, Day 3 Release Rate, Day 7 Release Rate, elc.

1. RESULTS AND DISCUSSION

A. Test Conditions:
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The study author reported that the temperature was maintained at 25 + 2°C, the pH
ranged from 7.8 to 8.2 and the salinity was maintained between 30 to 35 ppt; however, no raw
data were rcporte_d to support this information.

B.- Anomalies:

The study author reported that the samples collected from day 35 were not analyzed due
to technical problems with the HPLC system. Therefore, the cumulative release rate calculations
were corrected to account for this. The study author stated this had no effect on the leach rate
determination.

Im. COMMENTS

1. Raw data for the temperature, pH .and salinity of the test system were not provided.

2. The painted test cylinders were allowed to dry for 7 days prior to the test initiation;
however, the drying temperature was not reported. The ASTM Method specifies a

drying temperature of 23-27°C.

3. The manufacturing date and storage information of the paint was not provided. ‘The
ASTM Method specifies that the paint be manufactured a minimum of 7 days prior to
testing and test paints should not b¢ allowed to age beyond the manufacturer’s
recommended shelf-life.

RASSB concludes that this missing information does not alter the acceptability of the study. The
study is acceptable.
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DP #: (269031) Degcision #: 220068

DATA PACKAGE BEAN SHEET

Date: 22-Sep-2003
Page 1013

* ** Registration Information * * *

Registration: 43813-ET - ECONEA TECHNICAL

Company: 43813 - JANSSEN PHARMACEUTICA

Risk Manager: RM 33 - Dennis - Edwards Jr - (703) 308-8087 Room# CM-2 308S

Risk Manager Reviewer: Karen Leavy - KLEAVY

Sent Dale: 19-Mar-2003 Calculated Due Dale: 18-Sep-2003 Edited Due Dale:
Type of Registration: Product Registration - Section 3

Action Desc: NEW INGREDIENT.NEW REGISTRATION,NON-FOOD/FEEC USE;

Ingredients: 119093

e *** Data Package Information * * *

Expedite: (O Yes @ No Date Sent: 20-Mar-2003 Due Back:

DP Ingredient: 119093, tH-Pyrrole-3-carbonitnle,d-bromo-2-{4-chlorophenyl)-5-(Influcromethyl)-

DP Title:
CSF Included: @ Yes (O No Label tncluded: @ Yes ) No Parent OP #: o
Asslgned To Date in Date Qul
Crganlzalion: AD/ RASSB - 20-Mar-2003 17-Sep-2003 Administrative Due Dale: 18+Jul-2003
Team Name: Negotiated Due Dale:
Reviewer Name: Quick, Bob 15-4pr-2003 15-Sep-2003 Projecied Completion Dale;
Conlractor Name:;

*+ » Studies Sent for Review ** *

Printed on Page 2

** * Additional Data Package for this Decision ** *

Printed on Page 3

* ** Data Package Instructions * * *

Please review new chemical ecotox. data tor acceplabilily.
{WJAKOB}

180



Page 30f 3

OP#: (289031) o ** * Additlonal Data Package for 1his Declslon * * * Decision#: [2200686)
[ oPe [T DivisiowBranch | Dale Sent | Dale Due || inskuclions? [ GSF || Jabel |
289021 AD/RASSB 22-Sep-2003 22-5ep-2003 (O Yes O No @ Yes O No @ Yes (O No
283021 AD/RMB1 22-8ep-2003 22-8Sep-2003 () Yes (O No @ Yes (O No @ Yes (D No
289026 AD/RASSB 22-8ep-2003 22-8¢p-2003 J Yes O No @ Yes O No @ Yes O No
288026 AD / RMB1 22-Sep-2003 22-Sep-2003 O Yes O No @ Yes O No @ ves O No
289027 AD /RASSB 22-Sep-2003 22-8ep-2003 (O Yes (O No € Yes(O No @ Yes O No
289027 AD /RMB1 22.5ep-2003 22-8ep-2003 O Yes O No @ Yes O No @ Yes O No
239023 AD/RMB1 22-Sep-2003 22-Sep-2003 (O Yes O No @ Yes O No @ Yes (O No
289029 AD { RASSB 22-Sep-2003 22-5ep-2003 O Yes O No @ Yes O No @ Yes O No
289033 AD/RMB1 22-Sep-2003 22-Sep-2003 (O Yes O No @ Yes(O No @ Yes O No
289033 AD /RASSB 22-Sep-2003 22-8ep-2003 O ves O No @ Yes O No @ ves O No
290345 AD / RASSB 22-8ep-2003 22-8ep-2003 O Yes O No O ves@ No (O Yes @ No
290345 AD / RMB1 22-Sep-2003 22-5ep-2003 O Yes O No O Yes @ No O Yes @ No
292015 AD/RASSB 22-52p-2003 22-Sep2003 O Yes O No @ Yes O No @ ves O No
282015 AD / BASSB 22-8ep-2003 22-8ep-2003 O Yes O No @ Yes O No @ ves (O No
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DP #: (289033 Decision #: 220066

DATA PACKAGE BEAN SHEET

Date: 03-Sep-2003
Page 10f 3

** * Registration Information * * *

Registration: 43813-ET - ECONEA TECHNICAL

Company: 43813 - JANSSEN PHARMACEUTICA

Risk Manager: RM 33 - Marshall - Swindell - (703) 308-634 ! Room# Cid-2 308H

Risk Manager Reviewer: Karen Leavy - KLEAVY

Sent Date: 19-Mar-2003 Calculated Due Date: 18-Sep-2003 Edited Due Date:

Type of Registration: Product Registration - Section 3

Action Desc: NEW INGREDIENT;NEW REGISTRATION,NON-FQOQD/FEED USE;

Ingredients: 119093

o * * * Data Package Information * * *

Expedite: {) Yes @ No Date Sent: 20-Mar-2003 Due Back:

DOF Ingredient: 119093, lH-Pyrrole-“3;carbonitriIe,4-bromo-2~(4~ch!oropheny!}-S-Urilluoromethyl)-

DP Title:
CSF Inciuded: @ Yes ) No Label included: @ Yes O No Parent DF #: _ ——
Assignaed To Date in Date Qut
Crganization; AD/ RASSB ?_(":liu!ar-2003 27-Aug-2003 Administrative Due Date:
Team Name: Negetiated Oue Date:
Reviewer Name: Quick, Bob 15-Apr-2003 25-Aug-2003 Projected Completion Date:

Contractor Name;

** * Studies Sent for Review * * *

Printed on Page 2

*** Additional Data Package for this Decision ** *
Printed on Page 3

*** Data Package Instructions * * *

Please review new chemical product chemistry data foraccaptability.(BQUICK)

18-Jul-2003
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DP#: (289033)

Page 3ol 3

¢ ** Addliional Data Package for thls Decislon * **

Decisiorl{#: {22006§L

" ©P% [~ OwsionBranch [ Date Senl || Date Dua I Insirudions? || GOF [T el |
282021 AD ! RASSB 03-Sep-2003 03-Sep-2003 O Yes O No @ YesONo @ Yes(O No
289021 AD /! RMB1 03-Sep-2003 03-Sep-2003 O Yes O No @ YesO No @ Yes O No
289026 AD / RASSB 03-8ep-2003 03-Sep-2003 O Yes O No @ YesONo @ Yes(O No
289026 AD / RMB1 03-Sen-2003 03-Sep-2003 O Yes O No @ YesONo @ Yes(O No
289027 AD j RASSB 03-Sep-2003 03-Sep-2003 O Yes O No @ Yes O No @ Yes O o
288027 AD; RMBT1 03-Sep-2003 03-Sep-2003 O Yes O No @ YesO No @ ves (O No
289029 AD / RMB1 03-Sep-2003 03-5ep-2003 O Yes O No @ YesONo @ Yes O No
289029 AD RASSB 03-Sep-2003 03-Sep-2003 O Yes O No @ Yes O Ne @ Yes O o
28503t AD/RASSB 03-Sep-2003 03-Sep-2003 O Yes O o @ Yes O No @ Yes O o
289031 AD / RMBt 03-Sop-2003 03-Sep-2003 O Yas O No @ YesO No @ Yos O No
200345 AD /RASSB 03-Sep-2003 03-Sep-2003 O Yes O No O Yes@ No O Yes @ No
200345 AD/RMB1 03-Sep-2003 03-Sep-2003 O Yes O No O Yes@ No O Yes @ No
292015 AD /RASSB 03-Sep-2003 03-S0p2003 O Yes O No @ Yes O nNo @ Yes (O No
202015 AD / RASSB 03-Sep-2003 03-Sep-2003 O Yes O No @ Yes O No @ Yes(O No
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ey UNITED STATES ENVIRONMENTAL DROTECTION AGENCY

; M WASHINGTON, D.C. 20460
Nz, 73

QFFICE OF
PREVENTICH, PESTICIDES
AND TOXIC SUBETANCES

Mr. Bill Goodwine

Janssen Pharmaceutica, Inc,
11215 Trenton-Harbourton Road
Titusville, NJ 08560

Subject: ECONEA Technical
EPA File Number 43813-ET
Your Application Dated March 27, 2003
EPA Received Date March 28% ;2003

The application referred to above, subtnitted in connection with registration under the Federal
Insecticide, Fungicide, and Rodenticide Act, as amended, is incomplete.

Upon conducting a new chemical screen on the submitted materials for the intended use
pattern and the following comments apply:

The nine studies provided for the product chemistry DER included most of the information re-
quired by the Group A and B, Series 830 Guidelines. Ten characteristics of the test substance, re-
quired by the guidelines, were not provided in the study Reports, including: (1) Description of
Formulation Process, (2) Oxidation /Reduction: Chemical Incompatability, (3) Flammability/
Flame Extension, (4) Explodibility, (5) Miscibility, (6) Corrosion Charactenstics, (7) Dielectric
Breakdown Voltage, (8) Viscosity, (9) Boiling Point/Boiling Range, (10) Particle Size, Fiber
Length and Dimeter Distribution and are not required for this TGAI powder.

The data are adequate to support registration of the TGAIL
A complete copy of the science memo is enclosed for your records.

The product mentioned above has not passed the chemical screen; however, based upon our
agreement to initiate a review of all submitted data, except toxicity data due to missing studies,
data reviews are still being processed.

As per our letter of March 18%, 2003, due to the unusual circumstances associated with this
new active ingredient, the Agency will place the environmental and ecological effects data as
well as the chemistry and end-use application into review in the absence of a complete data
package. Normally, a new active ingredient submission must be a complete package before the
Agency will start its review process.

Please note that when toxicology data are submitted they will be placed into review on a
track independent of the eavironmental and other reviews,
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The product may not be [awfully distributed in interstate commerce until the above discre-
pancies have been fulfilled.

If you have any questions concerning this letter, please contact Karen M. Leavy-Munk at
(703)-308-6237.

Sincerely,

(
4
Marshall Swindell
Preduct Manager 33
Regulatory Management Branch I
Antimicrobial Division
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SUBJECT:

TO:

FROM:

THRU:

ID#:

DP BARCODE:

SUBMISSION:

CASE NO.:

PC CODE:

CASH:

MRID#S:

URITED STATES ENVIRONMENTAL PROTECTION AGENCY

WASHINGTON, B.C. 20460

AG 27 2008

OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES
Product Chemistry Review for AC 303268 TGAI
Marshall Swindel] Product Manager Team 33
Regulatory Management Branch |
Antimicrobials Dwision{ 7510}
Robert Quick, Chemist ;"{J‘.,;f” Q N 1. i

Risk Assessment and Science Support Branch
Antimicrobials Division{7510C)

aF- 03
Norm Cook, Chief W}b@y ok 2t

Risk Assessmient and Science Support Branch
Antimicrobials Dhvision{7510(C)

043813-ET
D289033
S631626
072289
119093
122454-29-9

456958-0)1C, 456958-02C, 456739-01C, 456739-02C. 456739-03C.
456739-04C, 456739-06, 456739-07, 456739-05C

nlemel Address {URL) « hllpivwaw epa.gov
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Introduction:

Janssen Pharmaceutica has submitted a data package for registration of the Technical Grade
Active Ingredient(TGAI), of AC303268(EPA Registration No. 043813-ET. The data package
contains product chemistry data to fulfil the data requirements for the following OPPTS product
chemistry guidelines: 830.1550; 830.1600; 830.1620; 830.1670; 830.1700; 830.1750; 830.1800;
830.7370, 830.6313, 830.7950; 830.6302; 830.6303; 830.6304; 830.7000; 830.7050;
830.830.7100; 830.7200; 830.7300; 830.7370; 830.7550; 830.7560; 830.7570; 830.7840;
830.7860 and 830.7860.

The submission for this “bean” contains only the above cited product chemistry studies.

Background: This is the first registration for the new chemical, 1H-Pyrrole-3-carbonitrile.4-
bromo-2-(4-chlorophenyl)-5-(trifluoromethyl). This memorandum addresses the product
chemistry data for the technical grade active ingredient. Other memoranda will review data for
other scientific disciplines.

This chemical is intended for use in antifoulant products.

Conclusions:

1. The product chemistry data requirements are fulfilled with the following exception:

a. The registrant has declared the enforcement analytical method to be confidential. Analytical
methods submitted to the Agency for enforcement purposes cannot be claimed as confidential. If
the MRID# containing the analytical method contains confidential information, then the

analytical method should be removed from that MRID#.

PRODUCT CHEMISTRY
DATA EVALUATION RECORD

Product Formulation: Technical AC 303268
Active Ingredients: 1H-Pyrrole-3-carbonitrile 4-bromo-2-(4-chlorophenyl)-5-
(trifluoromethyl), also known as CL. 303268 and R107894

BACKGROUND
Nine studies were submitted on the product chemistry of the technical grade active
ingredient, CL 303,268 or 1H-Pyrrole-3-carbonitrile,4-bromo-2-(4-chlorophenyl)-5-

(triflucromethyl), in support of registration. These studies were reviewed following the Group
A Series 830-Product Identity, Composition and Analysis Test Guidelines and the Group B:
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Series 830-Physical and Chemical Properties. The seven studies include: (1) Preliminary
Analysis and Certification of Ingredient Limits for the Technical Grade of AC 303268 (MRID
456958-01C), (2) Product Chemistry Data Requirements for the Manufacturing-Use Product,
Technical AC 303268, Description of Materials Used to Produce Product, Description of
Production Process (MRID 456958-02C), (3) Product Chemistry Data Requirements for the
Manufacturing-Use Product, Technical AC 303268, Description of the Formation of Impurities
(MRID 456739-01C), (4) Validation of the Ion Chromatographic Method M-3417.01 to Assay
Sfor Triethylamine (TEA) in the CL 303268 Technical Grade Active Ingredient (TGAI) (MRID
456739-020C), (5) Validation of HRGC Method M-3467.01 to Assay for CL 312264 and CL
322697 in the Technical Grade of AC 303268 (MRID 456739-03C), (6) Validation of High
Performance Liguid Chromatographic Method M-3397.03 to Assay for the Minor Components in
CL 303268 Technical Grade Active Ingredient (MRID 456739-04C),(7) Validation of the High
Performance Liquid Chromatographic Method M-3408 to Assay for CL 303268 in the Technical
Grade Active Ingredient (TGAD (MRID 456739-05C), (8) R107894: Determination of the
Physico-Chemical Properties (pH, pKa and EC Tests A4, A6 and A8 (MRID 456739-06), and (9)
R107894: Determination of Physico-Chemical Properties (MRID 456739-07).

FINDINGS

A. Product Identity, Composition and Analysis

1. Product Identity and Composition (Guideline #830.1550; Required)

I. Name: Technical AC 303268

2. IUPAC Name: I|H-Pyrrole-3-carbonitrile,4-bromo-2-(4-chlorophenyl)-5-
(trifluoromethyl)

3. Other Names: CL 303268, R107894

4. CAS Number: 122454-29-9

5. Empirical Formula: C o HFN,BrCIN

2. Description of Material Used to Produce the Product (Guideline #830.1600; Required)
See Confidential Appendix. |

3. Description of Production Process (Guideline #830.1620; Required - TGAI only)

See Confidential Appendix.

4. Description of Formulation Proeess (Guideline #830.1650; Required for an end product.)

This memo addresses the product chemistry for the TGAL The production process for the TGAI
1s discussed above. There is no formulation process for the TGAL
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5. Discussion of Formation of Impurities (Guideline #830.1670, Required - TGAI only)

The preparation of each of the intermediates and final product are discussed separately, For each,
the intended reaction and manufacturing procedure are given, as well as a discussion of known
and potential impurities from starting materials, side reactions, reactions of side products of the
previous step, and further reactions of impurities in the starting materials (MRID 456739-01C).

The data are adequate to support registration of the TGAL

See Confidential Appendix.

6. Preliminary Analysis (Guideline #830.1700; Required TGAI only)
The data are adequate to support registration of the TGAL

See Confidential Appendix.

7. Certified Limits (Guideline #830.1750; Required)

The certified limits for CL 303268 TGAI and the minor components were provided in MRID
456958-01C. However, these results were deemed confidential by the registrants.

The analytical method used in the analyses to determine the certified limits is described below
under “Enforcement Analytical Method”.

The data are adequate to support registration.
8. Enforcement Analytical Methed (Guideline #830.1800; Required)

The active ingredient is determined using HPLC method M-3408.01. The CL 303268 minor
components in the CL 303268 TGAI are determined using HPLC method M-3397.04 and HRGC
method M-3467.02. Residual solvents, acetonitrile and N, N-dimethylformamide, are assayed
using HRGC method M-3421 and no residual solvents were detected. The level of triethylamine
is determined using ton chromatography method M-3417.01. The water content is determined
using coulometric Karl Fischer method M-2372.02. The ash level is determined using method M-
2215.01. The quantification of a phospherous compeund proposed to be CL 999425 is achieved
using NMR method M-2103.01.

This validation study demonstrated that HPLC method M-3408 for the analysis of CL 303268 in
AC 303268 TGAI is a valid method with regard to specificity, accuracy, precision and
ruggedness. The analytical standard and test substance were tested and CL 303268 was found to
be stable in both solutions for at least 14 days. The system suitability parameters described in the
method were also confirmed. The specificity of the method was validated by the sufficient
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resolution of CL 303268 from potential minor component CL 303267 and by the good
homogeneity of the CL 303268 peak. The accuracy of the method was verified by performing a
linearity test for CL 303268 using least squares analysis. The precision of the method was
demonstrated by the repeatability and reproducibility of the assay results for CL 303268. The
ruggedness of the method was demonstrated by the reproducibility of the assay results obtained
while varying the mobile phase, pH, column temperature and the mobile phase composition. The
solution stability was determined by analyzing the analytical standard and test substance solutions
on the day of preparation and then reanalyzing the solutions two weeks after preparation.

The identity of the CL-designated chemicals can be found in MRID# 456739-01C.
The method appears to be adequate to support the registration of the TGAI for this chemical.

B. Physical and Chemical Properties

1, Color (Guideline #830.6302; Required)

The color was determined as pale yellow-brown (Munsell reference 5Y8.5/4).
2. Physical State (Guideline #830.6303; Required)

The test substance was identified as a powder.

3. Odor (Guidelin.e #830.6304; Required)

The test substance has a slightly sweet, marzipan-like odor.

4. Stability to Sunlight, Normal and Elevated Temperatures, Metals/Metal lons (Guideline
#830.6313; Required)

The test substance was stable after incubation for 14 days at 54°C and is stable in the presence of
copper and iron. the data are adequate to support registration of the TGAL

5. Oxidation/Reduction: Chemical Incompatibility (Guideline #830.6314; Required)

The registrant did not provide these data. However, this is a TGAL There is no likelihood of
oxidation/reduction potential for this chemical or any of the other components of the TGAL

6. Flammability/Flame Extension (Guideline #830.6315; Required for a combustible liquid)

The registrant did not provide these data. The TGAI is not a combustible liquid. Data are not
required.
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7. Explodibility (Guideline #830.6316; Required if the product is potentially explosive)

The registrant did not provide these data. The TGAI powder is not potentially explosive, Data are
not required.

8. Miscibility (Guideline #830.6319; Required 1f the product is an emulsifiable liquid and is to be
diluted with petroleum solvents)

The registrant did not provide these data. The data are not required; The TGA1 is a powder.
9. Corrosion Characteristics (Guideline #830.6320; Required)
The registrant did not provide these data. Data are not required for the TGAL

10. Dielectric Breakdown Voltage (Guideline #830.6321; Required if the end product is a liquid
and is to be used around electrical equipment)

The registrant did not provide these data. This is a TGAI and is not likely to be used around
electrical equipment. Data are not required.

11, pH of Water Solutions or Suspensions (Guideline #830.7000; Required)

The pH was determined to be 5.16 (0.1% w/v dispersion in water).

12. UV/VIS Absorption (Guideline #830.7050; Required)

UV/VIS spectroscopy was performed for the test substance in methanol, acidic, neutral, and
alkaline. The wavelengths of maximum absorbance are as follows: 281.4, 281.9, and 223.9 for
acidic, neutral and alkaline conditions, respectively.

The data are adequate to support registration of the TGAL

13. Viscosity (Guideline #830.7100; Required if the chemical is a liquid)

The registrant did not provide these data. The TGAI is a powder. Data are not required.

14. Melting Point/Melting Range (Guideline #830.7200; Required)

Examination of the differential scanning calorimetry endotherms with programmed heating
indicated that melting starts at 252.3°C (525.5 K), with a peak at 253.4°C (526.6 K). No

decomposition was observed at temperatures below 400°C.

The data are adequate to support registration of the TGAL
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15. Boiling Point/Boeiling Range (Guideline #830.7220; Required if the TGAI is a liquid at room
temperature)

The TGAL is a powder and these data are not required.
16, Density/Relative Density/Bulk Density (Guideline #830.7300; Required)

The relative density determined by a gas comparison pyknometer method was 1.714 with a
standard deviation of 0.007.

The data are adequate to support registration of the TGAL

17. Dissociation Constant in Water {Guideline #830.7370; Required)

The dissociation constant was determined by pH-metric titration to be pKa = 7.08 at 26°C.

The data are adequate to support registration of the TGAIL

18. Partiele Size, Fiber Length and Diameter Distribution (Guideline #830.7520; Required)

The TGAL is not a fiber. The TGAI is a powder. These data are reviewed in conjunction with the
toxicology inhalation data.

19. Partition Coefficient {n-Octanol/H,0) (Guidelines #830.7550, 830.7560, 830.7570;
Required)

The partition coefficient was log Pow = 3.5, within a 95% confidence range of 3.4 103.6 as
determined by HPLC simulation,

The data are adequate to support registration of the TGAIL
20. Water Solubility (Guideline #830.7840 Required)

Water solubility by column elution at 20°C was 0.17 mg/L in unadjusted water (nominal pH of
4.9) and 016 mg/L in seawater (nominal pH of 8.1).

The data are adequate to support registration of the TGAI registration.
21, Vapor Pressure (Guideline #830.7950; Required)

The vapor pressure was evaluated by the Knudsen Effusion Method and was determined to be 1.9
x 107 Paat 20°C and 4.6 x 10® Pa at 25°C.
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The data are adequate to support registration of the TGAI.

COMMENTS

The nine studies provided for the product chemistry DER included most of the information
required by the Group A and B, Series 830 Guidelines. Ten characteristics of the test substance,
required by the guidelines, were not provided in the Study Reports, including: (1) Description of
Formulation Process, (2) Oxidation/Reduction: Chemical Incompatibility, (3) Flammability/Flame
Extension, (4) Explodibility, (5) Miscibility, (6) Corrosion Characteristics, (7) Dielectric
Breakdown Voltage, (8) Viscosity, (9) Boiling Point/Boiling Range, and (10) Particle Size, Fiber
Length and Diameter Distribution and are not required for this TGAI powder.
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CONFIDENTIAL APPENDIX FOR AC 303268
(ID NO. 043813-ET)

Pages 195-199 *Manufacturing process information may be entitled to confidential
treatment*




e e

DECISION PKG. NO. of 2 € 06 & SUBM. DUE DATE /8/0%

SUBMISSION BAR CODE # & J/ 1 b Rmmg;_eapf_Mu”i{
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‘o REGISTRATION TYPE: | >1 CONDITIONAL [ 1 UNCONDITIONAL [ 1 RESTRICTED USE
. DATE ON APPLICATION | EPA RECBIVE DATE PM RECEIVRE DATE
i3/ ¢7T) 43 L3) /L1903 W 43/ 19 1203
METHOD OF SUPPORT PORMULATORS EXEMPTION
[ 1 CITE-ALL [ 1 SELECTIVE [ ] SUBMITTBD [ | NOT SUBMITTED
[ ] NOT SUBMITIED [ ] N/A ( ] N/A
REVIEW([S) REQUESTED DATA DATE DUB DATE
PACK # SENT DATE RETURNED
CHEMISTRY__ Il 1 1d
EPFICACY Il 1 }.[
ACUTE TOX. 1 1 1
RASSB TOX. i 10 : 11
ENVIRON. FATE 11 i 1L
FISH/WILDLIFE 1 I 1{ :
OTHER: : 11 1N 10 .

STATUS

ﬂﬂszsm/

200

RESPONSE CODE £ -7 RESPONSE DATE

——




KEO 8§
.O*KT"Q UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

m WASHINGTON, D,C. 20460
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QFFICE OF
PREVENTION, PESTICIDES
BND TOXIC SUBSTANCES

Mr. William Goodwine
Janessen Pharmaceutica, Inc.
11215 Trenton-Harbourton Road
Titusville, NJ 08560

Subject: ECONEA Technical
EPA Registration Number 43813-ET
Your Submission Dated March 7%, 2003
EPA Received Date March 12, 2003

The application referred to above, submitted in connection with registration under the Federal
Insecticide, Fungicide, and Rodenticide Act{FIFRA), as amended, is unacceptable for the
following reasons:

Upon conducting a new chemical screen on the submitted materials for the intended use
pattern and the following comments apply:

The draft labeling provided for the information mentioned above is incomplete. Specified

formulator use directions covering the application methods/use rates/equipment were not cited
on the Iabel nor provided in the form of a technical bulletin. Detailed information on the
industrial processes used, and any post-application tasks performed by the industrial workers
using this MUP is needed to better characterize any potential occupational exposure concerns.
Janessen Pharmaceutica, Inc. must provide detailed information on the industrial mixing/loading
and application processes and any post-application worker(bystander) tasks anticipated when

° using MUP to formulate antifoulant paint end-use products(i.c., Sigma Nexxium 20 Antifouling).
Refer to the following human exposure data guidelines to develop this needed information:

GLN 875.1700 and 875.2700 Product Use Information
GLN 875.2800 Description of Human Activity

Please Note: the precautionary statements for ECONEA product labeling must be revised
according to FIFRA guidance for Toxicity Category I products which carry the DANGER signal
word. Specifically, the addition of clear PPE statements for use of protective clothing and
chemical-resistant gloves.

The findings of the actual review will not be complete without a full battery of toxicity data.

A complete copy of the science memo is enclosed foqour records.

The product mentioned above has not passed the chemical screen, however, based upon our
agreement to initiate a review of all submitted data, except toxicity data due to missing studies,
data reviews are still progressing.

The Agency reserves a full label review until the above discrepancies have been clarified.
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0P #  (285020)

Reglstration:

Company:

Risk Manager:

Risk Manager Reviewer:

Sent Date:

DATA PACKAGE BEAN SHEET
Date: 04-Aug-2003
Page 103

* * * Registration Information * * *

43813-ET - ECONEA TECHNICAL

Decigion #; 220068

S 631624
O AB
D3~ # 05
03-jz2-03

43813 - JANSSEN PHAAMACEUTICA

AM 33 - Marshall - Swindell - (703) 308-6341 Room# CM-2 308H
Karen Leavy - KLEAVY

19-Mar-2003 Calcutated Dug Dde: 18-Sep-2003 )

Edited Due Date:

Type ol Regislralion: Product Registration - Section 3
Action Desc: NEW INGREDIENT;NEW REGISTRATIONNON-FOOD/FEED USE;
ingradients: 119033 -
** * Data Package Information * * *
Expedite: () Yes @ No Date Sent: 20-Mar-2003 Due Back:
DF Ingredignl: 119093, 1H-Pyrrole-3-carbonilrile, 4-bromo-2-(4-chlorophenyl}-5-(trifluoromethyl)-
DP Title:
CSF Included: @ Yes (O No Label tncluded: @ Yes (O No Parent DP i
AssignedTo Date tn Date Dut
Qrganizalion: AD / RASSB 14-May-2003 04-Aug-2003 Administrative Due Dale: 18-Jul-2003
Team Name: RASSB2 14-May-2003 01-Aug-2003 Negotiated Due Date:
Reviewsr Name: Aviado, Doreen 14-May-2003 17Jul-2003 Projecied Completion Date:

°actor Name:

** * Studies Sent for Review * * *

Printed on Page 2

*** Additional Data Package for this Decision * * *

Printed on Page 3

* ** Data Package Instructions * * *

Please review new chemical human exposure dafa foraccepiabilily. (DAVIADO)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C, 20460

OFFICE OF
PREVENTION, PESTICIBES AND

AUG - 4 m TOXIC SURSTANCES
MEMORANDUM
SURBIJECT: Review of Human Exposure Data in Support of Registration for ECONEA ™

TO:

FROM:

THRU:

DP Barcode:

Pesticide
Chesmical No.:

Registrant:

EPA File
Symbol:

MRID No.:

Technical (EPA File Symbol 43813-ET), an antifoulant manufacturing-use

product (MUP) containing 93.2 % of a new active ingredient (a.i.), Pyrrole-3-
carbonitrile, 4-bromo-~2-(p-chiorophenyl}-5-(trifluoromethyl),

Dennis Edwards, Chief

Marshall Swindell, Product Manager, Team 33
Regulatory Management Branch 1
Antimicrobials Division (7510C)

Dorcen Aviado, Bioiogﬁ%q 5‘&,@@ ‘?*/ i ?;/aj

Team Two
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)

Nader Elkassabany, Team [eader f\l g 8 / { / 5’3

Team Two
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)

Norm Cook, Chief —2~—f. Cwk- 377‘76:3
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division {(7510C)

D289029 (Decision 220066)

Pyrrole-3-carbonitrile, 4-bromo-2-(p-chiioraphenyl)-5-{trifluoromethyi} / 119093
(R107894, or AC 303268, CL 303268)

Janssen Pharmaceutica Inc.

43813-ET

456741-28
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PURPOSE:

The Antimicrobials Division (AD), Product Management Team 33, reqguested a review for
acceptability of the human exposure data submitted by the registrant, Janssen Pharmaceutica
Inc., in support of a registration application for ECONEA ™ Technical (EPA File Symbol
43813-ET), an MUP containing 93.2% of a new al., Pyrrele-3-carbonitrile, 4-bromo-2-(p-
chlorophenyl)-5-(trifluoromethyl) (R107894, PC Code:119093) intended for use in formulating
“anti-fouling products for control of hard fouling organisms”. The Agency had conducted a
“new chemical screen”in July, 2002 on portions of the submitted human exposure data.
Additional information was provided to the Agency in a letter from the registrant dated
September 26, 2002. These data have now been put into review.

Note that an occupational exposure assessment is reserved at this time for both primary
handlers of the MUP and secondary handlers using formulated antifoulant paint EPs due to
outstanding toxicology data issues impeding selection of appropriate toxicological endpoints
needed for conducting an exposure/risk assessment. Issues exist regarding bridging of toxicity
data from the parent compound “chlorfenapyr” to a “CL 303268" metabelite and the Agency has
requested additional mammalian toXicity studies be conducted with the metabolite (T. McMahon,
D286238, January 2, 2003).

BACKGROUND:

In support of registration for ECONEA ™ Technical MUP, as the a.i. technical source
product for formulating antifoulant paint end products (EPs), Janssen Pharmaceutica Inc.
provided data related to occupational expasure for the new active ingredient (a.i.), Pyrrole-3-
carbonitrile, 4-bromo-2-(p-chlorophenyl)-5-(triftuoremethyl) (aka R107894). Data were
screened for acceptability in addressing human exposure data needs as part of the “new chemical
screen” process. A report on the findings from the July, 2002 screen is attached to this review as
reference (D. Aviado, D284099, August 11, 2002). A ietter from PM 33 was sent to the
registrant August 14, 2002 covering the new chemical screen findings for each of the science
disciplines, including the recommendations made in the human exposure screen for additional
information to better characterize the product use applications and human activities involved.
Specifically, the registrant was requested to provide :

* Detajled information on the industrial processes used (mixing/loading/application), and any
post-apphication worker (bystander) tasks anticipated when using this MUP to formulate
antifoulant paint end-use products. The registrant was encouraged to refer to the following
human exposure data guidelines to develop this needed information: -

GLN 875.1700 and 875.2700 Product Use Information
GLN 875.2800 Description of Human Activity

In response, the registrant sent a transmittal letter dated September 26, 2002 addressing the

screen findings and the deficiencies cited by the Agency. This letter included requested human
exposure information on the MUP covering the industrial formulation process for manufacturing

2
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antifoulant paints from ECONEA ™ Technical.

In addition, human exposure data for handlers of the proposed antifoulant paint EPs were
provided by Janssen Pharmaceutica Inc. in the form of an oceupational exposure report (MRID
456741-28) dated January 11, 2002, entitled “Screening Level Occupational Exposure
Assessments For RI07894 (CL303268) As An Antifoulant In Paint Applied To Underwater
Huils” This report supports the use pattern for the MUP, but is specifically intended for
addressing human exposure data needs for the pending EP registration of Sigma Nexxium 20
Antifouling (EPA File Symbol 11350- GL), containing a co-biocide mixture of 3.4% of the new
a.l. R107894 and 3.4% Sea-Nine 271. The submitted assessments are intended to qualitatively
evaluate the potential worker exposures during shipyard painting operations and address, in a
broad sense, the Human Exposure Data requirements under Series 875 Guidelines. Asa
conservative screening tool the assessment also includes quantitative dermal/inhalation exposure
estimates and calculated MOEs for different painter scenarios (i.e., paint mixer/loader/applicator
scenarios) based on surrogate data from PHED.

FINDINGS:

Human exposure data provided by Janssen Pharmaceutica Inc. on the industrial paint
formulation process and the screening level assessments on occupational exposure (MRID
456741-28) are acceptable and satisfy data requirements under Series 875 Guidelines. The
Agency will rely on these data in the future when conducting an exposure/risk assessment in
support of registration of ECONEA ™ Technical MUP and the pending Sigma Nexxium 20
Antifouling EP registration.

cc: Doreen Aviado AD/RASSB
Chemical File
Circulation File

Attachment
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SUBJECT: Input for the 7/24/02 New Chemical Screen Meeting on a new active ingredient
(a.i.), Pyrrele-3-carbonitrile, 4-brome-2-{p-chlorophenyl}-5-(trifluoromethyl),
proposed for use as an antifoulant preservative. Occupational exposure
considerations regarding the Janssen Pharmaceutica Inc. registration application
for the 93.2 % a.i. manufacturing-use product (MUP): ECONEA ™ Technical
(EPA File Symbol 43813-ET); and Human Exposure Data requirements for the
Sigma Coatings USA registration application for the 3.4 % a.i. end-use product
(EP): Sigma Nexxium 20 Antifouling (EPA File Symbol 11350-GL) which also
contains 3.4 % Seq-Nine 211 as an a.i. co-biocide.

TO: Norm Cook, Chief
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)

FROM: Doreen Aviado, Biologist
Team Two
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)

THRU: Nader Elkassabany, Team Leader
Team Two
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)

Dp

Barcode: D284099 (S617867)

Pesticide

Chemical(s)/ MUP: Pyrrole-3-carbonitrile, 4-bromo-2-{p-chlorophenyi}-5-(trifluoromethyl) / 1 19093
No.(s): (R107894, or AC 303268, CI. 303268)

EP:  2-(p-chlorophenyl)-3-cyano- 4-bromo-5-triflouromethylpyrolle /119093 and
4,5-dichloro-2-n-octyl-4-isothiazolin-3-one / 128101
(Sea-Nine 211, or C-9211, RH-287, or Kathon 287T)
MRID No.: 456741-28
PURPOSE:
The purpose for conducting this “new chemical screen” is three-fold:
1)} To conduct a new chemical screen of materials provided by the registrant, Janssen
Pharmaceutica Inc., to Product Management Team 33 (PM 33} in support of a registration

application for ECONEA ™ Technical (EPA File Symbol 43813-ET), an MUP containing
93.2% of a new a.l., Pyrrole-3-carbonitrile, 4-bromo-2-(p-chlorophenyl)-5-(trifluoromethyl)
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(R107894, PC Code:119093) intended for use in formulating “anti-fouling products for contiol of
hard fouling organisms™; and

2) To conduct a new chemical screen of materials jointly submitted by Janssen
Pharmaceutica inc. and the EP registrant, Sigma Coatings USA, to PM 33 in support of a
registration application for the formulated paint product, Sigma Nexxium 20 Antifouling (EPA
File Symbol 11350- GL), containing a co-biocide mixture of 3.4% of the new a,i, R107894 and
3.4% Sea-Nine 211; also

3) To decide if enough data have been provided in the registrants’ submissions to facilitate
putting the packages into RASSB review for assessing any applicable Human Exposure Data
requirements needing to be addressed.

GROUND:

In support of registration for ECONEA ™ Technical MUP, as the a.i. technical source product,
and the formulated Sigma Nexxium 20 Antifouling paint EP, Janssen Pharmaceutica Inc. and
Sigma Coatings USA provided administrative materials including transmittal letters, product
labeling and CSFs, meeting minutes, and data matrices citing studies conducted in support of the
new active ingredient (a.i.), Pyrrole-3-carbonitrile, 4-bromo-2-(p-chlorephenyl)-5-
{trifluoromethyl) (aka R/07894), as an alternative to TBT O in formulating antifoulant coatings.

Prior to submission of the registration applications, representatives of BASF Corporation (the a.i.
manufacturer), Janssen Pharmaceutica Inc. (intended registrant of the technical source MUP),
and Sigma Coatings US4 (intended registrant of the formulated antifoulant paint EP) met with
the Agency March 7, 2001 for a pre-application meeting to discuss data requirements for both the
MUP and EP. Minutes from that meeting dated May 20, 2001 outline the following regarding
human exposure data issues:

+  Agency requested application/post-application information (data) in the form of a technical
bultetin, product use information (MUP and EP), and description of human activities;

»  “AD discussed possible submission of a ‘human health exposure risk assessment’ in lieu of
conducting a dermal/inhalation exposure monitoring study once the Agency has reviewed the
toxicity data and established toxicological endpoints.”

Human exposure data were provided by Janssen Pharmaceutica Inc. in the form of an
occupational exposure report (MRID 456741-28) dated January 11, 2002, entitled “Screening
Level Occupational Exposure Assessments For R107894 (CL303268) As An Antifoulant In Paint
Applied To Underwater Hulls.” This report supports the formulated Sigma Nexxium 20
Antifouling EP and appears to address potential occupational exposure concerns the Agency
discussed with the registrants’ in the March 7, 2001 pre-application meeting. The submitted
assessments are intended to qualitatively evaluate the potential worker exposures during shipyard
painting operations and address, in a broad sense, the Human Exposure Data requirements under
Serics 875 Guidelines. As a conservative screening tool the assessment also includes
quantitative dermal/inhalation exposure estimates and calculated MOE:s for different painter
scenarios (i.e., paint mixer/loader/applicator scenarios) based on surrogate data from PHED.
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NON-FQPA

CASE: 072289 DATA PACKAGE RECORD DATE: 05/28/03
SUBMISSION: S636241 ' BEAN SHEET Page 1 of 1

DP BARCODE: D230345

* % % CASE/SUBMISSION INFCRMATION * * *

CASE TYPE: REGISTRATION ACTION: 116 RESE NC-NON-FOOD/FEED U
CHEMTCALS: 119093 Pyrrole-3-carbonitrile,4-brome-2-{p-chlorochoenyl) - 9%.0000%

ID#: 043813~-ET ECONEA TECHNICAL

COMPANY: 043813 JANSSEN PHARMACEUTICA

PRODUCT MANAGER: 33 MARSHALL SWINDELL 703-308-6341 ROOM: CSl 6B
PM TEAM REVIEWER: KAREN LEAVY-MUNK 703-308-6237 ROOM: CS1 6W9
RECEIVED DATE: 03/28/03 DUE QUT DATE: 10/04/03

* % * DATA PACKAGE INFORMATION % * #

DP BARCODE: 290345 EXPEDITE: N  DATE SENT: 05/28/03 DATE RET.: / [/
CHEMICAL: 119093 Pyrrole-3-carbconitrile,4-bromo-2- (p-chlorcheenyl)-S-{triflu
& TYPE: 001
CSF: N LABEL: N

ASSIGNED TO DATE 1IN DATE OUT ADMIN DUE DATE: 09/25/03

DIV : AD /7 /7 NEGOT DATE: /7

BRAN: RASSB /7 /7 PROJ DATE: /7

SECT: RASSB1 / / /7

REVR : /7 [/

CONTR : /7 /7

* * * DATA REVIEW INSTRUCTIONS * * *

Please review the the attached data (MRID’s 458935-01; -02;
-03; -04; -05; and -07) for acceptability.

¥ % *« DATA PACKAGE BEVALUATION * * %
No evaluation is written for this data package
* * + ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION * = *

DP BC BRANCH/SECTION DATE OUT DUE BACK INS CSF LABEL
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APR -7 2003

U.5. ENVIRONMENTAL PROTECTION AGENCY
Qffice of Pesticide Programs

JANSSEN PHARM. RESEARCH FOUNDATION
P.O. BCX 200

1125 TRENTON-HARBOURTON ROAD
TITUSVILLE, NJ 085600200

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your transmittal of 03/28/03. Our staff
has completed a preliminary analysis of the material. ‘The results are
provided as follows:

Your data submittal was found to be partially in
compliance with the standards for submission of data
contained in PR Notice 86-5, with the exceptions noted
below. A copy of your transmittal bibliography is
enclosed, annotated with the Master Record ID’s (MRIDs)
assigned to each document accepted. Please use these
numbers in all future references to these documents.
If deficiencies were found which apply to individual
accepted studies, they are listed below following the
applicable MRID. Any document which has been assigned a
MRID has been accepted under PR Notice 86-5. If any
comments related to a MRID appear on this report, they
are provided for your information and reference when
preparing future submissions. Some individual documents
were not acceptable, and all copies are being returned
to you for correction for the reasons indicated below.
These rejected studies have been assigned separate
identification numbers which are annotated on both the
enclosed bibliography and the rejected document labels.
The rejected studies and their deficiencies are
described below.

Rejected study [06] :

* Judging from the pagination of the study,
pages. . .2 !. . were omitted from the submitted copy.
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PHARMACEUTICA INC.

JANSSEN

458939-00

March 27, 2003

Document Processing Desk

Office of Pesticide Programs (7504C)
U.8. Environmental Protection Agency
Room 266A, Crystal Mali 2

1921 Jefferson Davis Highway
Arlington, VA 22202-4501

ATTN: Mr. Marshall Swindell - Product Manager, Team 33
Antimicrobial Division (7510W)
Regulatory Management Branch I

SUBJECT: ECONEA™ Technical (Janssen Code No. R107894)

Supplementary Data Submission
- EPA File Symbol: 43813-ET

Dear Mr. Swindell:

Janssen Pharmaceutica Inc. is making a supplementary data submission for the
registration of ECONEA™ Technical for formulation of antifouling treatment
products under the general use pattern of aquatic non-crop. Your letter of 18
March 2003 indicates that the ECONEA submission, including ecological effects
data, will be placed into formal review.

The ECONEA Technical application for registration is linked to the end-use
antifouling paint product, NEXXIUM™ 20, from Sigma Coatings with EPA file
symbol 11350-GL..

Three (3) copies each of the following reports, and an updated Data Suppont
Matrix are enclosed.

1125 TRENTON-HARBOURTON ROAD
POST OFFICE BOX 200
TITUSVILLE, NEW JERSEY 08560-0200
{609} 730-2000 212

4s jJanssen.com




PHARMACEUTICA INC.

JANSSEN

ECO-TOXICITY {40 CFR Part 158.490)
Parent Compound R107894

Volume 1

Volume 2

Volume 3

R107894 — Early Life-Stage Toxicity Test with Zebra Fish (Danio
rerio), Springborn-Smithers Laboratories Report No. 13751.6132,
(Janssen Rpt. No. AGR 533), March 14, 2003,
OPPTS Draft Guideline 850.1400.

IRE3VO]
MRID Mk

R107894 - Toxicity to the Freshwater Blue-Green Alga, Anabaena
flos-aquae, Springbom-Smithers Laboratories Report No.
13751.6137, (Janssen Rpt. No. AGR 398), February 10, 2003,
OPPTS Draft Guideline 850,5400.

MAID 43803002

R107894 — Toxicity to the Freshwater Diatom, Navicula pelliculosa,
Springborn-Smithers Laboratories Report No. 13751.6133,

(Janssen Rpt. No. AGR 2391), January 28, 2003,

OPPTS Draft Guideline 850.5400.
MRID 43823903

Metabolite CL 322,248

Volume 4

CL 322,248 — Toxicity to the Freshwater Blue-Green Alga,
Anabaena flos-aquae, Springborn-Smithers Laboratories Report
No. 13751.6139, {(Janssen Rpt. No. AGR 478), March 14, 2003,
OPPTS Draft Guideline 850.5400.,

4393904
MRID ks

1125 TRENTON-HARBOURTON ROAD
POST OFFICE BOX 200
TITUSVILLE, NEW JERSEY 08560-0200
(609) 730-2000 213

us.janssen.com




JANSSEN B

PHARMACEUTICA INC.

Volume 5

CL 322,248 —~ Toxicity to the Freshwater Diatom, Navicula
pelficulosa, Springborn-Smithers Laboratories Report No.
13751.6135, (Janssen Rpt. No. AGR 479), March 17, 2003,
OPPTS Draft Guideline 850.5400.

MRID 43893903

Metabolite CL 325,195

Volume 6

Volume 7

CL 325,195 — Toxicity to the Freshwater Blue-Gireen Alga,
Anabaena flos-aquae, Springborn-Smithers Laboratories Report
No. 13751.6140 (Janssen Rpt. No. 388), February 10, 2003,
OPPTS Draft Guideline 850.5400.

VAL RE J(Db)

CL 325,195 — Toxicity to the Freshwater Diatom, Navicula
pelliculosa, Springborn-Smithers Laboratories Report No.
13751.6136 (Janssen Rpt. No. 393), January 29, 2003
OPPTS Draft Guideline 850.5400.

358Q3G00

MRID

Metabolite CL 322,250

Volume 8

CL 322,250 ~ Toxicity to the Freshwater Blue-Green Alga,
Anabaena flos-aquae, Springbom-Smithers Laborataries Report
No. 13751.6138 (Janssen Rpt. No. 389), February 19, 2003,
OPPTS Draft Guideline 850.5400.

MRID 45893907

1125 TRENTON-HARBOURTON ROAD
. POST OFFICE BOX 200
TITUSVILLE, NEW JERSEY 08560-0200
{608) 720-2000

Js.janssen.com
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PHARMACEUTICA INC.

JANSSEN [

Volume 8  CL 322,250 - Toxicity to the Freshwaler Diatom, Navicuia
peificulosa, Springhom-Smithers Laboratories Report No.
13751.6134 (Janssen Rpt. No. 392), February 17, 2003,
OPPTS Draft Guideline 850.5400.

MRID 45893908

Piease contact me directly on any matters refating to this registration application.

Sincerely,

BottAptranse

William R. Goodwine
‘Senior Director ,
Plant & Material Protection Division

Tel: 609/730-2607
Fax: 609/730-2411
Emaii: bgoodwi@janus.jnj.com

1125 TRENTON-HARBOURTON ROAD
POST OFFICE BOX 200
TITUSVILLE, NEW JERSEY 08560-0200
{608) 730-2000

us.janssen.com
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Street, S.W.

WASHINGTON, D.C. 20460

Form Approved OMB No, 2070-0080

Paparwork Reduction Act Notlce: The pubiic reposting burden lor this ¢oflection of information is eslimaled {o aveiage 0.25 hours per respanse for registeation aclivilies and 8.25 hours per respense for
reregisiration and spacial review aclivities, including time for reading the inslructions and compleling the necessary foms, Send commenls regarding the burden eslimale or any olher aspect of this coiiection of
information, including suggestions lor reducing the burden 1o: Direclor, OPPE Informalion Management Division {2137), U.S. Environmental Proleclion Agency, 401 M Streetl, S.W., Washinglon. DC 20460, Do nol

send lhe form (o Lhis address.

DATA MATRIX

Dale April 22, 2002 EPA Reg No./File Symbol 438¢3 Page8 o 186
Applicanf's/Regislrant’s Name & Address Product
Janssen Pharmaceulica, t 125 Trenlon-Haibourton Road, Titusviile, NJ 0B560-0200 ECONEA Technical

ingredienl R107854 Eco-Toxickty - Pareni Compound R107834

Guideiine Reference Number Guideline Sludy Name MRID Number Submitter Sialus Nole
OPPTS Guideline 850.1075 Fish acule foxicily test, Ireshwater Rainbow Trout Janssen Phaimaceutica Inc, OWN

OPPTS Guideline 850.1075 Fishacule toxicily tesi, Ireshwaler Biuegill Janssen Pharmaceutica inc. OWN

OPPTS Guideiine 830.1075 Fish acute toxicity lesl, marine Janssen Pharmaceutica inc. OWN

QPPTS Guideline 850.1010 Aqualic invertebrate acule lox, lest, freshwaler daphnids Janssen Pharmaceutica Inc. OWN

OPPTS Guideline 850,1025 Oyster acule toxicily lest (sheil depasition) Janssen Pharmacevtica Ing, OWN

QPPTS Guideline 850.1035 Mysld acute toxicity tesl Janssen Phammaceutica Inc. OWN

OPPTS Guideline B50, 1400 Fish early-life slage loxicity test - marine Janssen Phamaceutiea inc, OWN

OPPTS Guideline 850.1300 Dapnnid chronic toxicity test Janssen Pharmaceulica inc. ONN

OPPTS Guideiine 850.1350 Mysid chronic toxicity lesl Janssen Pharmaceulica Inc. OWN

OPPTS Guideline 850.1735 Whole sedimen! acuie toxicity invertebrales, freshwaler Janssen Pharrmaceulica Inc. OWN

QOPPTS Guideline 850.1740 Whole sedimeni acule 1oxicity invertebrales, marine Janssen Pharmaceuttca inc, OWN

Guideline 71-1{a) Avian single dose LD50 test - Mallarg Duck 43492808 BASF exc

Guideiine 71-1{a) Avian single dose LD50 test - Bobwhite Quail 43432808 BASF EXC

OPPTS Eiu':_del'ine 830-14Q0 fish egrly-!ife slage (oxicity lest - Freshwaler Janssen Pharmaceutica inc. OWN

Name and Tille Date
Wiliam R, Gogdwine March 26, 2003

Agency [nternal Use Copy
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o, Form Approved OMB No., 2070-0060
e UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(&2, 401 M Street, SW.

WASHINGTON, D.C. 20460

Paperwork Reduciton Act Notice: The public reperting burden tor this coilection of informalion is estimated lo average 0.25 hours per response for registration aclivities and 0.25 hours per response for
reregistration and special review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this coltection of
information, including suggestions for reducing the burden to: Director, OPPE Intermation Management Division {2137), U.S, Environmentai Protection Agency, 401 M Stieet, S.W., Washinglon, DC 20460. Do not
send the form 1o this address.

DATA MATRIX
Dale Aprnii 22, 2002 EPA Reg No./File Symbol 43813 Page 120t 16
Applicant’s/Registrant's Name & Address ) Product
Janssen Phamaceutica, 1125 Trenton-Harbourton Road, Tiusville, NJ 08560-0200 ECONEA Technical
tngredient Rt07854 Piant Prolection/Non-Target Ptants/Parenl Compound R107894
Guideiine Reference Number Guideline Study Name MRiID Number Submitter Stalus MNote
OPPTS Guideline 850.4100/4225 Terrestriat plant loxicily, Tier 1 {seediing emergence) Janssen Pharmaceulica inc. OWN
OPPTS Guideiine 850.4400 Aquatic piant 1ox test using Lemna gpp. Tiers | and f Janssen Pharmaceutica, Inc. OWN
OPPTS Guideline 850 5400 Adgal loxicity, Tiers t and it - Raphidocelis Janssen Phamaceutica inc, OWh
OPPTS Guideline 850.5400 Algal toxicity, Tlers t and it - Skeletonema Janssen Pharmaceutiza Inc. OWN
OPPTS Guideilne 850.5400 Algal toxicity, Tlers | and ! - Freshwater Blue-green Janssen Phamaceutica inc. ’ OWN
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S, UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

{%;”Ei g WASHINGTON, D.C. 20460 JAN 09 200
«m"#

OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

Mr.Bill Goodwine

Janssen Pharmaceutica, Inc.
1125 Trenton-Harbourton Road
Titugville, NJ 08560-0200

Subject: ECONEA Technical
EPA File Symboi 43813-ET
Your Submission Dated September 30%, 2002
EPA Received Date October 39, 2002

The submission referred to above, submitted in connection with registration under the Federal
Insecticide, Fungicide, and Rodenticide Act (FIFRA), as amended, as per your rebuttal letter
regarding the bridging of toxicology data for chlorfenapyr to the metabolite, CL303268, to ,
support the registration of CL 303268 as an active ingredient in the antifouling paint produst, i
“Sigma Ntig.;mn 20 Antifouling and the technical material (ECONEA antifouling preservative),
is unacceptable.

Upon review of the bridging toxicology data for the parent compound chlorfenapyr to address
the toxicity of the CL303268 metabolite, the Agency has determined that it is incomplete. There
is not enough submitted toxicity data for the CL 303268 metabolite to establish whether there ig
any concordance in toxicity between the parent, chlorfenapyr, and the metabolite{CL303268).

The proposed mode of action for the CL303268 metabolite is NOT entirely reflective of the
toxicity of chlorfenapyr. Since there i3 & lack of concordance in the toxicity chlor-
fenapyr and CL303268 metabolite and lack of data for two compounds demonstrating any con-
cordarce, the Agency has determined that the submitted toxicity database for chlorfenapyr
does not support the registration of the CL 303268 metabolite.

Therefore, the Agency requests the submission of the following studies, a 90-day oral toxicity
with neurotoxicity e?}migoints included in the study design, a developmental toxicity study in a rat,
and hal mutagenicity study battery, to better establish the relationship of the CL 303268 metabolite
to chlorfenapyr.

The findings of the actual review will not be complete without a full battery of toxicity data.
A complete copy of all the science memos are enclosed for your records

The product mentioned above has failed the new chemical screen. The data will not be put
into review until the above discrepancies have been clarified.
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If you have any questions concerning this letter, please contact Karen M. Leavy-Munk at (703)-
Sincerely,

308-6237.
/ M
277

hall Swindell

Product Manager 33
Regulatory Management Branch I

Antimicrobial Division(7510C)
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R i) UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHIMGTON, D.C., 20460

i; s WAR 18 2003

OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

Mr.Bill Goodwine

Janssen Pharmaceutica, Inc.
1125 Trenton-Harbourton Road
Titusville, NJ 08560-0200

Subject: ECONEA Technical
EPA File Symbol 43813-ET
Agreement to Generate Bridging Data

Dear Mr. Goodwine:

This will acknowledge your recent letter of in which you commit to conducting the following
toxicology studies:

-90.day oral in rat with neuropathology evaluation (via perfusion fixation of central and
peripheral nervous system)

-Development toxicity study in the rat
~-Mammalian cell CHO/HGPRT mutagenicity Study
- In vivo mouse micronucleus test

As agreed upon in the meeting, because of the unusual circumstances associated with this new
active ingredient, the Agency will place the environmental and ecological effects data as well as
the chemistry and end-use application into review in the absence of a complete data package.
Normally a new active ingredient submission must be a complete package before the Agency will
start its review process. Please note that when the toxicology data are submitted they will be
placed into review on airack independent of the environmental and other reviews.

If you have any questions concerning this letter, please contact Karen M. Leavy-Munk at
(703)-308-6237.

Sincerely,

Product Manager 33
Regulatory Management Branch I
Antimicrobial Division(7510C)
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A 3 s UNITED STATES ENVIRONMENTAL PROTECTION AGENGCY
] WASHINGTON, D.C. 20460

¢ ppoT®
N ~2 003
OFFICE OF _
PREVENTION, PESTICIDES AND
TOXIC SUBSTANGES
MEMORANDUM December 20, 2002

- SUBJECT:  Pyrrole-3-carbonitrile, 4-bromo-2-(p-chlorophenyl)-5-(triflouromethyl)-;

CL 303268: Response to the registrant’s rebuttal to toxicology issues raised from
the New Chemical Screen of CI, 303268.

EPA Ideniification Numbers:
P.C. Codes: 115093

MRID’s: N/A (correspondence)
DP Barcode: D286238

TO: Marshall Swindell/Karen Leavy-Munk
Regulatory Management Branch 11/ PM Team 33
Antimicrobials Division (7510C)

FROM: Timothy F. McMshon, Ph.D. =" zg_)uyg .
Senior Toxicologist
Austimicrobials Division (7510C)

THRU; Nader Elkassabany, Ph.D. QE 12 {ze / o2

Team leader, Team Two
Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)

and

Norm Cook, Chief w 0/-02-03
RASSB .

Antimicrobials Division (7510C)

Intermat Address {URL) « http:/terww.opa.gov

"
Rec ﬁ[ﬂwﬂ ADlo « P 9!}9[ fa il L] oR B, P ¥ {Mkmllwlf 5% FO&’{OOIIS [14:114
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CL 303268 new chemical screen response memo 2

Action Requested: Respond to the registrant’s rebuttal regarding bridging of toxicology data for
chlorfenapyr to the chlorfenapyr metabolite CL 303268 to support the registration of CL 303268
as an active ingredient in the antifouling paint product Sigma Nexxium 20 Antifouling, and the
technical material (Econea antifouling preservative). .

Background

Janssen Phamaceutical, Titusville, New Jersey, previously submitted applications to the
Environmental Protection Agency for registration of the manufacturing-use product ECONEA
technical (containing 93.2% CI. 303268 as active) and the formulated product Sigma Nexxium
20 Antifouling (containing CL 303268 at 3.4% and C9-211 at 3.4%)

The registrant put forth the proposal that toxicology data for the parent compound chlorfenapyr
_could be bridged to address toxicity of the CL 393268 metabolite. The registrant used several
lines of argument. As stated in the previous memo and repeated here for continuity, the primary
argument is that the mode of action of chlorfenapyr can be attributed to the CL 303268
metabolite (from page 11 of the submitted discussion: “ the insecticidal activity of parent
chlorfenapyr can be attributed to CL 303268. CL 303268 was shown to be an extremely potent
insecticide with LC30 values of < 10 ppm against southern armyworms and tobacco budworms.
In addition, the mammalian toxicity of chlorfenapyr can be attributed to CL 303268, as CL
303268 was shown to be highly toxic to mammals by the acute oral route.” ) [Note: This claim
is based on the following: the LC50 value of the CL 303268 metabolite is very low, i.e. < 10ppm.
also, the acute oral toxicity of this metabolite is lower (27-29 mg/kg/day) vs. the parent (441(M)

and 1152 (F) mg/kg/day) ].

In response to the registrant’s submission, the Antimicrobials Division pointed out (in
memorandum D284098) that the mode of action for chlorfenapyr had never been previously
submitted to the Agency for review, and that arguments supporting the CL 303268 metabolite as
the proximate species responsible for the insecticidal activity of chlorfenapyr would have to be
examined by the Agency.

Discussion

Chlorfenapyr is registered with the Office of Pesticide Programs as an agricultural use pesticide.
Specifically, chlorfenapyr is an insecticide-miticide for use on cotton, vegetables, citrus and
ornamentals A temporary tolerance has been established in/on cottonseed at 0.5 ppm
(PP#5F04456). Temporary tolerances of 0.5 ppm have also been proposed for oranges and
lemons (PP#5G04507).

The registrant submitted additional data in support of the conclusion that the CL 303268
metabolite is an uncoupler of oxidative phosphorylation (Black, B.C. et al., Insecticidal Action
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CL 303268 new chemical screen response memo . 3

and Mitochondrial Uncoupling Activity of AC-303,630 and Related Halogenated Pyrroles,
Pesticide Biochemistry and Physiology Vol. 50: pp. 115-128, 1994; Hunt, D.A. and Treacy,
M.F.: Pyrrole Insecticides: A New Class of Agriculturally Important Insecticides Functioning as
Uncouplers of Oxidative Phosphorylation; In Ishaaya 1. and D. Degheele (eds.), Insecticides with
novel modes of action: mechanism and application, Springer-Verlag, New York, Berlin, Chapter
8, pages 139-151, 1997; Gange, D.M,, et al., The QSAR of Insecticidal uncouplers. in Hansch,
C.and T. Fujita (eds.). Classical and three-dimension QSAR in agrochemistry, American
Chemical Society, Chapter 15: pages 199-212, 1995). These data do appear to support the
argument that CL 303268 does possess this property.

Examination of the toxicity database for chlorfenapyr shows that the liver is a target organ of
toxicity for chlorfenapyr. inthe 28-day dermal toxicity study in the rabbit and in carcinogenicity
studies in the rat, the primary toxic effects observed were in the liver (increased cholestetol,
increased liver weight and cytoplasmic vacuolation in the 28-day study; hepatocellular adenoma
in male rats in the carcinogenicity study in rats). In addition, a one-year neurotoxicity study in
rats and a chronic toxicity/carcinogenicity study in mice showed significant nervous system
toxicity, including vacuolation of the central nervous system (brain, spinal cord, optic nerve).
The toxicity of chorfenapyr to the liver is not likely related to the proposed mechanism of action,
i.e. uncoupling of oxidative phosphoryation, but some other mechanism. The central nervous
system toxicity on the other hand could be possibly related to the uncoupling effect. As noted in
Chapter 16 of Casarett and Doulis’ Fifth Edition of Toxicology: The Basic Science of Poisons
(1996), ““ Neurons are highly dependent upon aerobic metabolism for energy requirements. Cells
of the nervous system must be able to produce large quantities of high energy phosphates even at
rest to meet the demand for maintenance and repetitive reinstitution of ion gradients necessary
for membrane depolarization and repolarization.” “The systemic exposure to toxicants that
inhibit aerobic respiration, such as cyanide...leads to the earliest signs of dysfunction in the
myocardium and neurons.” Thus, even a brief interruption in the energy supply to neurons will be
detrimental, as the nervous system is more sensitive to the effects of oxidative phosphorylation
uncoupling than other systems in the body. '

There is not enough submitted toxicity data for the CL 303268 metabolite to establish whether
there is any concordance in toxicity between parent chlorfenapyr and the CL 303268 metabolite.
The proposed mode of action for the CL 303268 metabolite is not entirely reflective of the
toxicity of chlorfenapyr. There are likely differences in the dose-response for toxicity between
the parent chlofenapyr and the CL 303268 metabolite, which is partially evident when comparing
the acute oral LD30 values between the two compounds as noted above.
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CL 3032568 new chemical screen response memo 4

Conclusigns

The lack of concordance in the toxicity between chlofenapyr and the CI. 303268 metabolite and
the lack of data for the two compounds demonstrating any concordance does not support using
the toxicity database for chlofenapyr to support registration of the CLL 303268 metabolite. In
addition, the signs of neurotoxicity produced in long-term studies with chlorfenapyr needs to be
investigated further with respect to the CL 303268 metabolite, as this metabolite, through the
uncoupling mechanism, may have some relationship to the neurotoxic effects observed with
chlorfenapyr. If the CL 303268 metabolite is in fact the proximal toxicant, its neurotoxicity
might even be higher than that of the parent_ It is very possible that the toxicity of the CL
303268 metabolite is different than the toxicity of parent chlorfenapyr from the available data.
Neurotoxic effects are of particular concern,

In order to better establish the relationship of the CL 303268 metabolite to chlorfenapyr, the
registrant will need to conduct the following studies with the CL 303268 metabolite: 2 90-day
oral toxicity study with neurotoxicity endpoints included in the study design, a developmental
toxicity study in the rat, and a mutagenicity testing battery (the registrant appears to already have
an Ames assay, but needs to complete the testing battery with two other studies). In this way, the
toxicity of the parent chlorfenapyr realtive to CL 303268 metaoblite can be assessed and a
decision can be made as to whether these studies are adequate to bridge toxicity data from the
parent for this metabolite.
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DP BARCODE: D286238

CASE: 072289 DATA PACKAGE RECORD DATE: 01/03/03
SUBMISSION: $623573 BEAN SHEET Page 1 of 1

* * * CASE/SUBMISSION INFORMATICN * #* =

CASE TYPE: REGISTRATION ACTION: 011 RESUB NEW CHEM SCRNG
CHEMICALS: 119093 Pyrrole-3-carbonitrile,4-bromo-2- {p~chlorohoenyl)- 99.0000%

ID#: 043813-ET ECONEA TECHNICAL

COMPANY: 043813 JANSSEN PHARMACEUTICA

PRODUCT MANAGER: 33 MARSHALL SWINDELL 703-308-6341 ROOM: CS1 6B
PM TEAM REVIEWER: KAREN LEAVY-MUNK 703-308-6237 ROOM: CS1  6W9
RECEIVED DATE: 10/03/02 DUE OUT DATE: 01/01/03

* % % DATA PACKAGE INFORMATION * * #
DP BARCODE: 286238 EXPEDITE: Y DATE SENT: 10/18/02 DATE RET.: 01/02/03

CHEMICAL: 119093 Pyrrole-3-carbonitrile,4-bromo-2-{p-chlorohoenyl)-5-(triflu
DP TYPE: 001

CSF: N LABEL: N
P SIGNED TO DATE 1IN DATE OUT ADMIN DUE DATE: 11/17/02
DIV : AD 10/18/02 01/02/03 NEGOT DATE: !/ [/
BRAN: RASSB 10/18/02 01/02/03 PROJ DATE: /7
SECT: RASSB2 10/18/02 12/20/02
REVR : TMCMAHON 10/23/02 12/20/02
CONTR : ! /7 /

* % *« DATA REVIEW INSTRUCTIONS * * *

Norm this was sent through RASSB for tracking purposes and
so that you would be aware of what's going on.

Please forward this rebuttal to AD's screening of the ECONEA
antifoulant new chem tox commenta. Please forward to Tim for
review. Tim indicated that he will work on it and confer
with HED. When done we will schedule a meeting with the
company. Thanks, Karen Leavy/Swindell

If any additional information is needed please contact Karen
{308-6237).

* * * DATA PACKAGE EVALUATION * * *
No evaluation is written for this data package
* * * ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION * + *

DpP BC BRANCH/SECTION DATE OUT DUE BACK INS CSF LABEL
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Tim ¥cMahon To: Dennls Edwards/OCUSEFAUS@EPA, Nomn Cook/DC/USEPAUS,
. Karen Lsavy/DC/USEPAUS@EPA, Marshall
07/25/2002 09:58 AM Swindel/DCUSEPAIUS @EPA
cc: Dorean Avisdo/DC/USEPANUS
Subject new chemical screen for ECONEA Technical

Dennis,

I met with Alberto Protzel of HED yesterday to discuss my concems regarding the screen for ECONEA
technical.

-

Alberto Is a member of the Mechanism of Action Committee in HED and is also a member of the
Matabolism Committee.

Tha company desires to bridge alt of tha toxicology data for chlorfenapyr to assess risks from the
metabolite CL 303268 for use in antifoulant boat paint.

The company claims that the insecticidal action of chlorfenapyr is due to uncoupling of oxidative
phosphorytation by the Cl. 303268 metabolite of chlorfenapyr and that the toxicology data for chiorfenapyr
can be used to support hazand idenfication for the metabolite. Based on my discussion yasterday, there
are issues that need to be addressed by the company prior to any consideration of their request. -

1) There is no submitted data by the company that the CL. 303268 metabolite is actually insecticidal by the
proposed mode of action.

2) There is no submitted data that this metabolite ALONE is responsible for this mode of action (there are
at least § metabolftes of chiofenapyr in mammalian studies submitted so far) or that other modes of action
may not be operative as wall.

3) There is no proof that any of the other metabolites of chlorfanapyr may or may not also work by this
mode of action.

4) Tha disposition of the CL 303268 metabolite may be quite different when administered directly
compared to disposition of this metabolite when parent chemical is administered. The spectrum of toxicity
of the metabolite may thus also be different

5) Conduct of an acute oral toxicity study and a preliminary 28 day toxicity study with the CL. 303268
metabolite is insufficient to rake any ¢taims supporting the mode of action

Normatly, to support {oxicity claims between a parent chemical and a metabolite of that chemical , bridging
data are submitted as one aspect of the data needed. The Office of Pesticide Programs requests a
90-day orat toxicity study, a developmental toxicity study, and at igast one mutagenicity study as bridging
data. These studies must be conducted according to the OPPTS harmenized test guidelines, Senes 870,
These data are necessary to determine If the spectrum of toxicity is the same between the parent
chemical and the metabolite and to get a reasonable idea of the relative potency of the toxicity of the
compaotinds. .

in addition, the company must support the clalm that the insecticidal action of chiorfenapyr is through tha
action of the CL 303268 matabolite, and that this insacticidal action is by uncoupling of oxidative
phosphorylation. These data wil be reviewed by tha Health Effects Division's Mechanism of Action
Committee to determine If the data support the company's claim,

Although | am happy {o provide this information for you | was a little surprised that it was needed in such a
short time frama,
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Tim McMahon To Karen Leavy/DCAISEPAUS@EPA

10/28/2002 11:14 AM Subjact Re: Status of the gcienca revisw for Janssen unregistered a.i.
{43813-ETY

Karan,

You need to tatk to Marshalt about this. The tox issue neads fo undergo peer review by scientists in AD
and HED prior {0 any decision on the company's argument, Just to inform you, here is an earlier email
that | wrote summarizing the problem with their submission:

"The company desires to bridge alt of the toxicalogy data for chiorfanapyr to assess risks from the
metabolite CL 303268 for use in antifoutant boat paint.

The company claims that the insecticidal action of chiorfenapyr Is due to uncoupling of oxidative
phosphorylation by the CL 303268 metabolite of chiorfenapyr and that the toxicology data for chiorfenapyr
can be used to support hazard idenfication for the metaholite. Thera are issues that nasd to be
addressed by the company prior to any consideration of thelr reguest.

1) There is no submitted data by the company that the CL 303288 metabolite is actually insecticidal by the
proposed mode of action.

2) There is no submitted data that this metabolite ALCNE is responsible for this mode of action (there are
at least 5 metabolites of chiofenapyr in mammalian studies subm:tted so far} or that other modes of action
may not be operative as well.

3) Thers is no proof that any of the other metabolites of chiotfenapyr may or may not also work by this
maode of action.

4} The disposition of the CL 303268 metabolite may be quite different when administered directly
compared to disposition of this metabolite when parent chemical is administered. The spectrum of toxicity
of the metabolite may thus also be different.

5) Conduct of en acute oral toxlclty study and a preliminary 28 day toxicity study with the CL 303268
metabolite is insufficient to make any claims supporting the mode of action

Normally, to support toxicity claims between a parent chemical and & metabolite of that chemical , bridging
data are submitted as one aspect of the data needed. The Office of Pesticide Programs requests a
90-day oral toxicity study, a developmental toxicity study, and at least one mutagenicity study as bridging
data. These studies must be conducted according to the OPPTS harmonized test guidelines, Series 870.
These data are necessary to determine if the spectrum of toxicity is the same between the parent
chemical and the metabolite and to get a reasonable idea of the refative potency of the toxicity of the
compounds.

in addition, the company must support the claim that the ingecticidal action of chlorfenapyr is through the
action of the CL 303268 metabolite, and that this insecticidal action Is by uncoupling of oxidative
phosphorylation. These data will be revlewed by the Health Effects Division's Mechanism of Action
Committee to determine if the data support the company's claim.

Karen Leavy

Karer Leavy To: Tim McMahon/DCAUSEPALSRERA

. e
10/28/02 10:38 AM Subject: Status of the sclence review for Janssen unregistered a.d. {43813-ET}
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Tim,

Can you give me a status on the pending sceince review for the unregistered a.l. 43813-ET? The DP

barcode
for this submission s D286238.

Thanks,
KML
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PREGAUTIONARY STATEMENT
HAZARDS TO HUMANS AND DOMESTIC ANIMALS

DANGER

Fatat if swaliowed. Comosive. Causes imeversibie oye
damage. Do not get in eyes or on dothing. Wear
profective eyewear such as goggles, face shield or safaty
glasses. Wash thoroughly with soap and water after
hardiing and before eating, drinking, oc using tobacco.
Hamful If inhaled or absorbod through the skin. Avold
braathing dust. Avoid contact with skin, eyes, oc clothing.
Remove contaminatad clothing and wash dothing bafore
eyuse.

FIRST AID

If awsltowed | -Calia poison control canter or doctor
mmedizlety for treatment advice.

-Have parson sip a glass of water if able
o swallows.

Do ot induce vomiting uniess told to do
50 by a polson control Genter oc doctor.
-Do not give anything by mouth to an
LNCONSCIOUS person.

¥ in eyes -Hold aye opan and dnse siowly and
gently with water for 15-20 minutes.
Remove contact fenses, if present, after
the first 5 minutes, then continue tinsing

eya.
-Call 3 potson controt centar or doctor for
treatment advice.

if inheled ~Move person o fresh air.

«If person ks not breathing, call 911 or an
ambudance, then give arfificial
respiration, preferably mouth-to-mouth If
possible.

-Cail a poison control center oc doctor for
further treatment advice

If on skinor | -Take off contaminated clothing.
clothing -Rinsa skin immediately with plenty of
watsr for 15-20 minules.

-Call a potson control ceater oc doctor for
reatment advice,

HOT LINE NUMBER:
Chem Trec: (800) 424-6300
Have the product container with you when cating a
POISON control contar o¢ doctor, of going for treatment

NOTE TO PHYSICIAN
Probable mucosa damage may contraindicate the use of
gastric lavage.

ECONEA™

Technical

Anti-fouling Preservative

For Formulating Use Only

ACTIVE INGREDIENT:
Pyrrole-3-carbonitrile, 4-bromo-2-{p-chiorophenyl}S-
{riflucrormethyl) 93.2%
INERT INGREDIENT'S: 6.8%

TOTAL: 100.0%
KEEP OUT OF REACH OF CHILDREN

DANGER POISON

Soa sida paned for first ald ant additional precautionary
statements.

EPA Reg. No.:43813-XX
EPA Est. No.: 241.M0-001

M&EB PHARMACEUTICA
1t25 Trenton-Harbourton Road
Titusvitie, NJ 08560
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§ DIRECTIONS FOR USE

itIs 2 victation of Federal law to use this proguct In a manner
inconsisient with #s labeling.

3 This product Is for formutation into anti-fouting products for
B Controd of hard fouiing organisms. Each fonmuiator is

reaponsibie for obtaining EPA raglstration foc thekr end-use

 productis).

2 STORAGE AND DISPOSAL
R PROHIBITIONS: Do nat contaminate water, food of foad by

storage and disposal.

STORAGE: DO NOT mix or stora this product or solutions of
this product b a manner Inconsistent with its iabekng.
DISPOSAL: Pesticlde waster may be acutely hazardous
improper disposal is a viotation of Fedaral Law.

PESTICIDE DISPOSAL: Pasticida, mixtures, or equisment
finge waters that cannot be chamically mproceseed must be
disposed of according to applicabie fedaral, state or locaf
procedures. Contact your Stata Pesticida or Envirosvnental
Control Agancy or the Hazardous Wasts ruprosantative st the
naarest EPA Reglona) Office for guidance.

CONTAINER DISPOSAL: Completely empty Kner by shaking
and apping skies and bottom 1o loosen ciinging

Empty residua knto formulation equipmen). Then dlspose of
liner in a sanitary kendf or by incinaration if aflowed by State
and! jocal authordtes, | bumed, stay cut of smoke. If drum is
contaminated and cannot be reused, disposa of in the same

§ hanner.

f ENVIRONMENTAL HAZARDS
§ Do not discharpe effuent containing this product into lakes,

streams, poivds, estuares, oceans of other waters unless in

| accomance with the requirsments of 8 National Poltutant
 Discharge Elimination System [NPDES) parmit and the

parmitting authorily has been notified in writing pror 1o

§ dischargs. Do not discharga effiuent contalning Bils product to
| sower systems without previously notifying the local sewage

§ teatment plant authorly. For guidance contact your State

§ Watar Board o¢ Reglonal Offics of the EPA,

R NOTICE OF WARRANTY
: Pharmaceuica

H \herartly asaociatod with the us of tis product. Iretlocivenss or othar

unintanded Conmooy Ty resuit b ©f such factom a3 westher
demﬂm «um«ma
Eppiicozion, #l of which ara boyond tha t ot S 5
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PHARMACEUTICA INC.

Proposed Agenda for ECO ™ Antifouling Agent

Attendees:
JANSSEN:  Bill Goodwine Senior Director, US
Piet Blancquaert Senior Manager, Beigium
BASF *Jack Arthur Manager, Global Regulatory Affairs
Ada Breaux Washington Representative
SIGMA.: Mike Winter Technical Manager

NAVSEA: Dr. Alexis Kaznoff Director, SEA 05M, Materials & Environment

Mark Ingle, P.E. Project Mgr, Antifouling Coatings

EPA - AD:  (requested)

Frank Sanders AD Division Director

Jack Housenger AD Associate Division Director
Dennis Edwards AD Branch Chief 1

Marshall Swindell ~ PM 33, Antifouling

Focus for Discussion

The Antimicrobial Division of EPA asserts that additional toxicology studies are
necessary on ECONEA to support the bridging of subchronic and chronic
toxicology data from chiorfenapyr to its active metabolite CL303,268
(ECONEA). As such, the ECONEA file is deemed incompiete and the EPA files
for the active substance (ECONEA Technical — 43813-ET) and end-use paint
(NEXXIUM 20 — 11350-GL) have not been activated for review,

Janssen et al. agree that while some additional toxicology information may be
reasonable, the need for additional toxicology studies was not transparent at or
following the pre-registration meeting of March 7, 2001. EPA’s minutes of this
pre-submission meeting have not been made available to the registrants following
numerous requests. {Note: additional environmental fate and ecotoxicology
studies that were deemed data gaps in March 2001 have been subsequently
performed and were submitted with the original application file). Further, the
bridging rationale was not requested by EPA for it’s review at any time prior o
the full file submission; the registrants and end-users are now being penalized,
while following all EPA procedures and protocols for submission of a new active

1125 TRENTON-HARBOURTON RQAD
POST OFFICE BOX 230
TITUSVILLE, NEW JERSEY 08560-0200
{6093 730-2000

us.Janssen.com 235




PHARMACEUTICA INC,

JANSSEN

ingredient, Janssen et.al. requests that the ECONEA and NEXXIUM files be put
into review, acknowledging the toxicology considerations.

ECONEA Agenda
Page 2 0f2

Janssen and BASF will meet separately with the AD scientific staff to clearly
understand the toxicology bridging concerns and to plan and schedule additional
appropriate studies.

The Naval Sea Systems Command and the Environmental Protection Agency are
currently working on a multi-year program to develop Uniform National
Discharge Standards (UNDS) for a variety of constituents released from Navy
ships including copper from antifouling paint. In addition to the UNDS effort,
Navy facilities in Puget Sound, WA and San Diego, CA are under pressure from
local water quality regulatory agencies to reduce copper emissions. In response to
these issues, NAVSEA has a funded program to investigate copper-free
antifouling coatings for potential use on Navy vessels. The ability of commercial
paint suppliers to get copper-free coatings registered is of critical importance to
NAVSEA because without registered, copper-free or reduced copper antifouling
coatings, the NAVSEA program is unlikely to succeed.

In view of the International Maritime Organization’s ban on the application of
antifouling paints beginning in 2003, the USEPA Antimicrobials Division (AD)
has prioritized the review of alternative (non-tin containing) candidate antifouling
products. ECONEA is non-persistent in the aquatic environment, with a
hydrolytic breakdown (t%4=3 hours) in seawater at 25°C, into lower toxicity
metabolites. Janssen has conducted a combined total of over 60 environmental
fate and ecotoxicity studies on the parent compound and three main aquatic
metabolites. Processing the ECONEA application at this time is consistent with
both AD’s priority setting and EPA’s Water Division objectives through the
UNDS program.

1125 TRENTON-HARBOURTON ROAD
POST QOFFICE 80X 200
TITUSVILLE, NEW JERSEY 08560-0200
(609) 730-2000

us janssen.com 236




3/c|oZ  Econea/EPA  Tmicology Data meeting

Attendance Sheet
Name Organization | Phone# FAX# Email Website
iDennis Edwands | EP4/ 4D 783-263-8087 Reliugrdl denn:s@efm
Trrn A eNMish or EP-‘;) @ V03-36 fd 2472 Merq ‘vbn.f}'q’fjgj%
Toratfasm (hou EPALA D To3-30& 1287 & jonathax . Chen@epa;
Crae Mastoees, | Per R~ 5+7-2450 e@ 9ot cam
NADER ElkcassAbA P4 [ap] 793 3ok 6% %Mo_fa 5o
Kooy onle g (Eon(pn (7083051253 lmm{z@&, Kath o f0egks o
fowhones ~ |awiah  oasdorz fesss Kuus Bon o
Noarm (o @A/AD F03-3,¥-2153 caoke.norm @‘9"‘ eV
1kl Sundlef (EFRR) (703506 434 Sl WotshallDEDR 01/
Albser, Ceyrd g/ o (702 305 5307 N
G/ Gerduwsatt \Tl‘?fn&sxm) 7%% Béev;w@ TAS TN, qm{,
Tot Dloncowsottlawren  |#381560337% POLANCQUERANBE . I D7
Fedecin Jerh BarE| @195y l2ccy herek @bats- b o com
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PRECAUTIONARY STATEMENT
HAZARDS TO HUMKANS AND DOMESTIC ANIMALS

DANGER

Fatal if swallowed. Corrosive. Causes lreversibles oye
damago. Do nol get in eyes or on cothing. Wear
protective Syewear such as goggies, face shield or safoty
glasses. Wash thoroughly with soap and water afler
nandting and bafore eating, drinking, or using tobacco.
Harrfusl if inhaled or absorbed through the akin. Avokd
breathing dust. Avoid contact with skin, ayes, or clothing.
Remove contaminated clolhing and wash clothing befora
reusa.

FIRST AID

if swaliowed | -Cali a poison control conter or doctor
immediataly for treatment advice,
-Have person sip g giass of watar if able
10 swalicw.

Do not induce vomiting knless told to do
50 by 3 polson contol center or docior.
-Do not give anything by mouth to an
LINCONSCIOUS person.

i in eyes -Hoid ays open and rinse slowly and
gently with water for 15-20 minutes.
Remove contact lenses, if present, after
the first 5 minues, then continue rfnsing

eye.
-Call a poison confrol center or doctor for
freatiment advics.

If inhaled -Move person 10 fresh air.

-H porson is not broathing, call 911 or an
ambulance, then give artificial
respiation, preferably mouth-to-mouth 1
possidie

-Caﬂap\::ison controf center or doctor for
further treatment advice

Konskinor | -Take off contaminatad clothing.
clothing ~Rinss skin immediately with plenty of
water for 1520 minutes.

-Calt a poison control center or doctor for
treatment advics,

HOT LINE NUMBER:
Chem Trec: {800) 424-3300
Have tha product contalner with you when calting a
polson control center or doctor, or for freatment

NOTE TO PHYSICIAN
Probable mucosal damage may contraindicats the tse of
|_gestic lavage.

@
ECONEA™

Technical

Anti-fouling Preservative

For Formulating Use Only

ACTIVE INGRELHENT:

Pyrrole-3-carbonilrile, 4-brome-2-{p-chiorophenyl)-5-
{trifluoromeathyl) 893.7%
[NERT INGREDIENTS: 6.8%

TOTAL: 100.0%

KEEP OUT OF REACH OF CHILDREN

DANGER POISON

Sea side panai for first ald and additional precautionary
statemants.

EPA Reg. No.:43813.-XX
EPA Est. No.: 241-M0-001

1125 Trenton-Harbourton Road
Titusville, NJ 08560
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# DIRECTIONS FOR USE

| 1 is a violation of Federa! faw t 136 this product in & manner
{ Inconsistent with ks
mmbummmmmmmu

control of hard foukng . Each formudator is
responsibla for cbtaining EPAWsﬂ'aﬁmkmed-ule
product(s).

STORAGE AND CISPOSAL
PROHIBITIONS: DO not comaminate wadey, food of fead by
storage and disposal.

STORAGE: DO NOT mix of stoxe this product or solutions of
this prodisct in 3 manner kcongslstant with its labeling.

j DISPOSAL: Pesticide wasies may be acialy hazardous.

| smproper disposal is a violation of Federa; Law.

| PESTICIDE DISPOSAL: Pesticide, mixtures, or equipmant
{ Finsa water's that cannct bs chamically reprocaasad must be
i dsposed of according 1o applicable faderas, state or locas

procedures. Contact your State Pasticide or Envirormental

% Control Agency or the Harardous Wasts mpwusantative at the
§ nearozt EPA Regional Offica for guidance.
§ CONTAINER DISPOSAL: Completaly empty Kner by shaking

and {apping sides and boitom o loosen clinging particies.

§ Emply resiiue into formulation equipmern. Then isposs of

finar In 2 sanfiary landfil or by incinerstion ¥ showed by Stats
and kocal authodties. | bumed, stay out of smoke. if drum is

i contaminated and cannot be reused, dispose of i the same
| mannor.

 ENVIRONMENTAL HAZARDS

j DO not dischame effivant conizining s product Into lekes,
i strearns, ponds, gsianas, ocaans or other waters uniess in
B accordanco with the requirements of a Nationas Poltutant
Cischarga EEmination System (NPDES) permit and the

238




ECONEA ANTIFOULANT

(EPA FILE SYMBOL 43813-ET)

JANSSEN RESPONSE TO EPA COMMENTS

FOR NEW CHEMICAL SCREEN

DATE: September 26, 2002

SUBJECT: »Product Chemistry

» Toxicology

»Human Exposure

AUTHORS : Fred Hess BASF Corporation
Mike Treacy BASF Corporation
Moorthy Mallipudi BASF Corporation
Wifliam Goodwine Janssen Pharmaceutica Inc.
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SUBMISSION BAR CODE # é/ %y ,7 REVIEWER k L

M FOR APPLICATIONS FOR

,GLSTRATION/AMENDMENTS

FILE SYMBOL/REG NO.é/"j)?/ 3 ”‘gf BM 35 ACTION cOPE /27
DESCRIP’I’OR\D@IM/Q j?ét{%{/i P W" L Ml M 2o

[ ] CHILD RESISTANT PACKAGING: [ ] CERTIFICATION
[ ] NON-RESIDENTIAL USE ONLY
[ [ NOT APPLICABLE

REGISTRATION TYPE: [ ] CONDITIONAL [ ] UNCONDITIONAL
PROPOSED CLASSIFICATION: [ [ GENERAL [ ] RESTRICTED USE
DATE ON APPLICATION EPA RECEIVE DATE EM RECEIVE DATE
. é/GZQZ/ﬂZ 7/ /oy LA 7 /,Q//J;L
METHOD OF SUPPORT FORMULATORS EXEMPTION
[ ] CITE-ALL [ ] SUBMITTED
[ ] SELECTIVE [ ] NOT SUBMITTED
[ ] NOT SUBMITTED [ ] NOT APPLICABLE
[ ] NOT APPLICABLE [ ] INCORRECT/RESUB
[ ] INCORRECT/RESUE
REVIEW(S] REQUESTED  DATA DATE DUR DATE
PACK # SENT DATE RETURNED
; CHEMISTRY
i . EFFICACY o L
| TOXIcomGY ............................. Gpmniiins et RIS A A ——
HED TOX.

ENVIRON, FATE

FISH/WILDLIFE hSf3 ’aﬂ&{,w{;% cutnit o F """ o

OTHER |

STATUS

RESPONSE CODE RESPONSE DATE
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\ JUN 24 2009
U.S. ENVIRONMENTAL PROTECTICN AGENCY
Office of Pesticide Programs

JANSSEN PHARM. RESEARCH FOUNDATION
P.O. BOX 200

1125 TRENTON-HARBOURTON ROAD
TITUSVILLE, NJ 085600200

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your transmittal of 05/02/02. Our staff
has completed a preliminary analysis of the material. The results are
provided as follows:

Your submittal was found to be in full compliance with
the standards for submission of data contained in PR
Notice 86-5. A copy ©of your bibliography is enclosed,
annotated with Master Record ID’'s {MRIDs) assigned to
each document submitted. Please use these numbers in
all future references to these documents. Thank you for
your cooperation. If you have any questions concerning
this data submission, please raise them with the
cognizant Product Manager, to whom the data have been
released.
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IARMACEUTICA INC.

April 25, 2002 456958-00 -

Mr. Marshall Swindell

Product Manager Team 33

U.S. Environmental Protection Agency
Office of Pesticide Programs
Antimicrobial Division (7510W)
Regulatory Management Branch |i
1921 Jefferson Davis Highway

Avlington, VA 22202-4501 43913-ET

SUBJECT: ECONEA™ Technical (Janssen Code No. R107894)
Application for Registration _
Antimicrobiat Division Priority Rgview to !j!eplace TBTO by 2003

Dear Mr. Swindeli:

Janssen Pharmaceutica Inc. is making an application for the registration of ECONEA™
Technical for formulation of antifouling treatment products under the general use
pattern of aguatic non-crop. The USEPA Antimicrobial Division has indicated to the
ACC Biocides Panel that TBTO replacement products for anti-fouling use would be
given a priority for AD resources for expedited review.

Janssen is coordinating this submission with the submission by Sigma Coatings USA
B.V. for end-use antifouling paints under the NEXXIUM™ brand of coatings. The
regulatory contact for Sigma is Mr. Mike Winter [1-800-221-7978 (x247)). ‘

The following administrative documents (1 copy) are provided:

Document ' ECONEA Technical

Application for Pesticide Regsstration | X
Confidentia! Statement of Formula (CSF) i X
Cerlification with Respect to Citation of Data {Form ? X

- B570-34)

. Data Support Matrices - Selective Methoc of Support . X

. (Form 8570-35)
Letters of Authorization for ECONEA & NEXXIUM from | X
BASF Corporation i
Specimen Label (5 copies) 1 X

TI25 TRENTO-~LBOWURTON ROAD
POST OEeICE BOX 200
TTUSVILLE, NE'A _ERSEY CEEES.C20C
(609, "3C-2000C

Uy anise~ .o
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" A certification statement from Inveresk Research, dated April 17, 2002, is attached to
this transmittal letter indicating that the pH of the test solution for the primary eye
irritation study is < 2. Consislent with Agency guidelines, this study was not performed, .
and the technical active substance was categorized as comrosive to eyes for labeling.

Studies submitted by reference to the BASF Corporation file {see Letter of
Authorization) for EPA Registration No. 241-366 include:

Study Type MRID
Acute ora! toxicity for AC 303,268 (R107894) 43492824
Acute oral toxicity for.metabolite CL 322,250 43492826
Acute ora! toxicity for metabolite CL 325,185 43492827
Freshwater fish LC50 (Bluegill) for metabolite CL 325,185 44452617

Acute LC50 freshwater inveriebrate for metabolite CL. 325,195 | 44452618

‘ Avian oral LD50 for AC303268 (R107884) — Mallard Duck 43492808
’ Avian ora! LD50 for metaboliie CL 325.185 - Mallard Duck 44452612

Aviah oral D50 for AC303268 (R107854) — Bobwhite Quail 43492809
Avian oral LD50 for metabolite CL.325,185 ~ Bobwhite Quail 44452611

All subchronic & chronic toxicology, mutagenicity and See attached BASF
metabclism studies data matrix for product
registration 241-366

Data Evaluation Records (DERS) have been submitted for alf studies submitted by
reference to assist the Anti-Microbial Division in their review.

. Supporting data inciuded in the ECONEA application are comprised of three (3) copies
each of the following reports:

PRODUCT CHEMISTRY (40 CFR 158,155, 160, 162, 167, 170, 175, 180, 190)

Volume 1 Preliminary Analysis and Certification of Ingredient Limits for the
Technical Grade of AC 303268, Report No. APBR 1212, February 7,
2002, BASF, OPPTS Draft Guideline 830.1550, 830.1700 & 830.1750.

MRID 45695801

Page 2 of 16
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Product Chemistry Data Requirements for the Manufacturing-Use
Product, Technical AC 303268: OPPTS 830.1600, "Descniption of
Materiais Used to Produce Product” and OPPTS 830.1620, "Description
of Product Process, Report No. P-363.01, January 22, 2001, BASF,
OPPTS Draft Guideline 830.1600 & 830. 1620

' Vo!ung

MRID 45695802

Volume 3  Product Chemistry Data Requirements for the Manufacturing-Use
Product, Technical AC 303.268: OPPTS 830.1670, "Description of the
Forimation of impurities®, Report No. P-364.01, February 5, 2002, BASF,

OPPTS Draft Guideline 830.1670.
15673901

MRID

Volume 4  Validation of the ion Chromatographic Method M-3417.01 to Assay for
Trethylamine (TEA) in the CL 303268 Technicai Grade Active ingredient
(TGAI), Report No. APBR 1130, November 3, 2000, BASF, OPPTS Draft

Guideiine Reference 830.1700.
MRID 45673902

Volume 5  Validation of HRGC Method M-3467.01 to Assay for CL 312264 and CL
322697 in the Technical Grade of AC 303268, Report No. APBR 1153,
February 27, 2001, BASF, OPPTS Draft Guideline Reference 830.1700

MRID 45673903

Volume &  Validation of High Performance Liquid Chromatographic Method M-
3397.03 to Assay for the Minor Components in CL 303268 Technicai
Grade Active ingredient, Report No. APBR 1129, January 30, 2001,
BASF, OPPTS Draft Guideline Reference 830.1700. '

MRID 45673904

Volume 7  Validation of the High Performance Liguid Chromatographic Method M-
3408 to Assay for CL 303268 in the Technical Grade Active Ingredient
(TGAI), Report No. APBR 1109, March 25, 2002, BASF, OPPTS Draft
Guideline Reference 830.1700 & 830.1800.

MRID 43673905

Page 3o0f 16
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Volume-8

Volume 9

R107894: Determination of the Physico-Chemical Properties (pH, pKa,
and EC Tests A4, A6 and A8), Report No. 1073/41-D2141 (Janssen
Report No. AGR00301), January 2001, Covance Laboratories Ltd.,

" OPPTS Draft Guideline Reference Series 63 {158.180).

MRID 15673906

R107894: Determination of Physico-Chemical Properties, Report No.
1073/48-D2149 (Janssen Report No. AGR00351), July 2001, Covance
Laboratories Ltd, OPPTS Draft Guideline Reference Series 63 (158.190).

MRID 456739(!7

ENVIRONMENTAL FATE (40 CFR 158.290)

volume 10

Voiume 11

Volume 12

Volume 13

Volume 14

Determination of the Hydfo]yﬁc Stability of [14C}-R107884, Repbrt No.
15348, December 22,-1997, inveresk Research, Date Requirement 161-1.

MRID 45673908

Supplement to Hydroiytic Stability Report No, 15348-Identification of
Hydrolytic Degradation Products of {14C]-R107884, Report No, 15365,
December 17, 1997, inveresk Research, Data Reguirement 161-1.

MRID 15673909

The Anaefoblc Degradation of {14C}-R107894 in Two Water/Sediment
Systems, Report No. 17832, January 12, 2000, inveresk Research, Data
Reguirement 162-3.

MRID 15673910

The Aerobic Degradation of [14C]-R107894 in Two Water/Sediment
Systems, Report No. 16787, February 15, 1999, inveresk Research, Data
Requirernent 162-4.

MRID 43673911

Suppiement to Report No. 16787-The Aerabic Degradation of R107894 in
Two Water/Sediment Systems, Report No. 17802, October 19, 1999,
inveresk Research, Data Requirement 162-4.

MRID 43673912

Pagedof 16
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. Volume~15

Volume 16

Voiume 17

Adsorplion/Desorption of [140]—R1 07894 in Sedimeants, Report No.
15715, Apnil 7, 1998, Inveresk Research, Data Requirement 163-1.

MRID 45673913

Adsorption/Desorption of the Hydrolysis Products of [14C)}-R107894 in
Sediments, Report No. 16693, January 22, 1999, inveresk Research,
Data Requirsment 163-1.

MRID 33673914

Justification for waiver to conduct soil ieaching studies with R107894
based on existing data and pesticide assessment guidance, Report No.
13751-6131, December 13, 2001, Spnngborn Laboratones, Inc.,
Guideline Reference 163-1. -. -

MRID ADM (N

TOXICOLOGY (40 CFR 158.340)

ACUTE TOXICOLOGY
Volume 18 R107884 Technical Acute Oral Toxicity (Fixed Dose Procedure) Test in

Volume 19

Volume 20

Voiume 21

Rats, Report No. 19838, Janssen Report No. AGR308, November 20,
2001, Inveresk Research, QPPTS Draft Guideiine 870.1100.

MRID $3673915

R107894 Technical Acute Dermai Toxicity (LD5S0) Test in Rats, Report
No. 19836, Janssen Report No. AGR307, November 20, 2001, inveresk
Research, OPPTS Draft Guideline 870.1200.

MRID 43673916

R107894 Technical Acute inhalation Toxicity Study in Rats, Report No.
19794 (Report Amendment), October 12, 2001, Inveresk Research,
OPPTS Draft Guideline 870.4300.

MRID 15673017

R107884 Technical Acute Dermal irritation Test in Rabbits, Report No.
20682, Janssen Report No. AGR306, January 11, 2002, inveresk
Research, OPPTS Draft Guideline 870.2500.

MRID 4367391

Page S of I6
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Volume-22

Volume 23

R107884 Technical Buehler Test in Guinea Pigs for Delayed Skin
Sensitization Potential, Report No. 20973, Janssen Report No, AGR304,
January 17, 2002, Inveresk Research, OPPTS Draft Guideline 870.2600.

MRID 15673919

Data Evaluation Reporis Issued to BASF Corporation and Cited by
Janssen Pharmaceutica In¢. for Acute Oral Toxicity for AC303,630
(R107894), and metabolites CL 322,25 & CL 325,195, Guideline 81-1

MRID 15673920

SUBCHRONIC TOXICITY ,

Volume 24

‘Rationale for Bridging Toxicology Database of Chlorfenapyr and R1078%4

(CL303268) and Data Evaluation Reporis Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Senes
82-1 (870.3100), 82-1a (870.3150), 82-1b (870.3150), 82-2 (870-3200),

82-7 (870.6200), Subchronic Toxicity.
MRID ADMMIN

CHRONIC TOXICITY
Volume 25 Rationale for Bridging Toxicology Database of Chlorfenapyr and R107894

(CL303268) and Data Evaluation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
83-1b (870.4100), 83-3a (870.3700), 83-3b (870.3700), 834 (870.3800),

B83-5 (870.4300), Chronic Toxicity.
MRID ADM IN

MUTAGENICITY
Volume 26  Rationale for Bridging Toxicology Database of Chlorfenapyr and R107894

(CL303268) and Data Evaluation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
84-2 (870.5100), 84-2 (870.5300), 84-2 (870.5375), B4-2 (870.5395), 84-2

(870.5550), Mutagenigcity.
MRID ADM N

Page 6 0f 16
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METABOLISM
Volume 27 Rationale for Bridging Toxicology Database of Chlorfenapyr and Rt07894

(CL303268) and Data Evaluation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series

86-1 (870.7485), Metabolism.
MRID ADmin

ECO-TOXICITY (40 CFR 158.490)

Parent Compound R107894
Volume 28  Acute toxicity of R107894 technical fish, Oncorhynchus mykiss, Report

No. WE-03-220, (Janssen Rpt. No. AGR 296}, January 8, 2002, LISEC,
OPPTS Draft Guideline 850.1075.

MRID 45674001

Volume 29 Acute toxicity of R107884 technical for fish, Lepomis macrochirus, Report
No. WE-03-227, (Janssen Rpt. No. AGR 294}, Apri 15, 2002, LISEC,
OPPTS Draft Guideline No. 850.1075

MRID 13674002

Volume 30 R107894-Acute Tbxicity to Sheepshead Minnow (Cyprinodon variegatus)
Under Flow-Through Conditions, Report No. 13751.6119 (Janssen Rpt.
No AGR 368), October 16, 2001, Springborn Laboratories, OPPTS Draft

Guideline 850.1075.

MRID- 43674003

Volume 31 Acute toxicity of R107894 technical for Daphnia magna, Repornt No. WE-
01-250 (Janssen Rpt. No. AGR 288), December 10, 2001, LtSEC OPPTS
Draft Guideline 850.1010

MRID 33674004

Volume 32 R107884-Acute Toxicity to Eastern Oysters (Crassostrea virginica) Under
Flow-Through Conditions, Report No. 13751.6120 (Janssen Rpt. No. AGR
365), December 3, 2001, Springborn Labs, OPPTS Draft Guideline
850.1025.

MRID 43673005

Page” of 16
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~ Voiume 33

Volume 34

Volume 35

Volume 36

Volume 37

Volume 38

Volume 39

R107894-Acute Toxicity to Mysids (Americamysis bahia) Under Flow-
Through Conditions, Report No. 13751.6118 (Janssen Rpt. No. AGR
371), October 18, 2001, Springborn Laboratories, OPPTS Dra#t Guideline

850.1035. -

MRID 43674006

R107894-Early Life’Siage Toxicity Test with Sheepshead Minnow
(Cyprinodon variegeatus), Report No. 13751,6128 (Janssen Rpt. No. AGR
383), November 6, 2001 Springborn Labs, OPPTS Draft Guideline

850.1400

MRID 45674007

Daphinia magna reproduction test of R107894 technical, Report No. WE-
02-051, {Janssen Rpt. No. AGR 292), April 15, 2002, LISEC, OPPTS
Draft Guideline 850.1300 _

MRID 45674008

R107884.L ife-Cycle Toxicity Test with Mysids (Americamysis bahia),
Report No. 13751.6107 (Janssen Rpt. No. AGR336), July 8, 2001,
Springbomn Laboratories, OPPTS Draft Guideline 850.1350

MRID 45674009

R107894-Toxicity to Amphipods (Hyalella azteca) During a 10-Day
Sediment Exposure, Report No. 13751.6105 (Janssen Rpt. No. AGR
340), July 5, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1735.

MRID 45674010

R107894-Toxicity to Marine Amphipads (Leptocheirus plumulosus) During
a 10-Day Sediment Exposure, Report No. 13751.6106 {Janssen Rpt. No.
AGR 332), July 6, 2001, Springborn Laboratories, OPPTS Draft Guideline

850.1740.

MRID 45674011

Data Evaluation Reports Issued to BASF Corporation and Cited by
Janssen Pharmaceutica Inc. for Satisfying Avian LD50 Data
Requirements for Mallard Ducks and Bobwhite Quail for AC303,630
(R107894 and Metabolite CL 325,185), Guideline 71-1

MRID 45695803
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Volume 40

Volume 41

volume 42

Volume 43

Volume 44

Volume 45

" Metabolite CL 325,195

Acute toxicity of CL 325,195 for fish, Oncorhynchus mykiss, Report No.
WE-03-219, (Janssen Rpt. No. AGR 296), January 9, 2002, LISEC,

OPPTS Draft Guideline 850.1075.

MRID 35674012

" CL 325,195 - Acute Toxicity to Sheapshead Minnow (Cyprinadon

variegatus) Under Flow-Through Conditions, Report No. 13751.6125
(Janssen Rpt. No. AGR 3686), December 10, 2001, Springborn
Laboratories. OPPTS Draft Guideline 850.1075.

MRID 45674013

CL325,185-Acute Toxicity to Eastern Oysters (Crassostrea virginica)
Under Flow-Through Conditions, Report No. 13751.6126 (Janssen Rpt.
No. AGR363), Decernber 13, 2001, Springborn Laboratories, OPPTS
Draft Guideline 850.1025. ‘ , . :

MRID 45674014

CL325,195-Acute Toxicity to Mysids (Americamysis bahia) Under Flow-
Through Conditions, Report No. 13751.6124 (Janssen Rpt. No. AGR
369), November 20, 2001, Springborn Laboratories, FIFRA Guideline
Reference Number 72-3, OPPTS Draft Guideline 850.1035.

MRID 456740158

Fish, Early-life Stage Toxicity Test of CL 325,185 (Danio reric), Report No.
WE-05-003 (Janssen Rpt. No. AGR 290), February 22, 2002, LISEC,
OPPTS Draft Guideline 850.1400. : )

MRID 45674016

CL 325,185-Early Life-Stage Toxicity Test with Sheepshead Minnow
{Cyprinodon varniegatus), Report No. 13751.6130 (Janssen Rpt. No.
AGR384), December 13, 2001, Springborn Laboratories, OPPTS Draft
Guideline 850.1400

MRID 45674017

Page 9 of 16
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. Volume 46

Volume 47

Volume 48

Volume 48

Daphnia.magna reproduction test of CL 325,195, Report No. WE-02-050

(Janssen Rpt. No. AGR292), February 15, 2002, LISEC, OPPTS Draft
Guideline 850.1300 ' )

MRID - 15674018

CL '325,1 95-Toxicity to Amphipods (Hyalella azteca) During a 10-Day
Sediment Exposure, Report No. 13751.6116 (Janssen Rpt. No. AGR
343). October 16, 2001, Springbom Laboratories, OPPTS Draft Guideline

850.1735.

MRID - 43674019

CL 325,185-Toxicity to Manne Amphipods (Leptocheirus plumulosus)
Duning a 10-Day Sediment Exposure, Report No. 13751.6117 (Janssen
Rpt. No. AGR 335), October 18, 2001, Springbom Laboratories, OPPTS
Draft Guideline 850.1740. .

MRID 45674020

Data Evaluation Reports Issued to BASF Corporation and Cited by
Janssen Pharmaceutica inc. for Satisfying Aquatic Acute LC50 Toxicity
Data Requirements for Bluegill and Daphnia magna for Metabolite
CL325,185, Guideiine 72-1 & 72-2

MRID 43674021

Metabolite CL 322,250
Volume 50  Acute toxicity of CL. 322,250 for fish, Oncorhynchus mykiss, Report No.

Volume 51

WE-03-221 (Janssen Rpt. No. 296), January 9, 2002, LISEC, OPPTS
Draft Guidaline 850.1075.

MRID 45674022

Acute toxicity of CL 322,250 for fish, Lepomis macrochirus, Report No.
WE-03-228 (Janssen Rpt. No. AGR294), February 15, 2002, LISEC,
OPPTS Draft Guideline 850.1075

MRID 45674023
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-Volums &2

Volume 53

Volume 54

Volume 55

Volume 56

Volume 57

CL 322,250 - Acute Toxicity 1o Sheepshead Minnow (Cyprinodon
variegatus) Under Flow-Through Conditions, Report No. 13751.6122
(Janssen Rpt. No. AGR 387), October 23, 2001, Springborn Laboratories,
OPPTS Draft Guideline 850.1075.

43674101

MRID

Acute toxicity of CL 322,250 for Daphnis magna, Report No. WE-01-251
(Janssen Rpt. No. AGR 288), December 7, 2001, LUISEC, OPPTS Draft

Guideline 850.1010

MRID 43674102

CL.322,250-Acute Toxicity to Eastern Qysters (Crassostrea virginica)
Under Flow-Through Conditions, Report No. 13751.6123 (Janssen Rpt.
No. AGR 364), December 10, 2001, Springbomn Laboratories, OPPTS
Draft Guideline 850.1025. ) : :

MRID 45674103

CL 322,250 - Acute Toxicity to Mysids (Americamysis bahié) Under Flow-
Through Conditions, Report No. 13751.6121 (Janssen Rpt. No. AGR
370), October 16, 2001, Springborn Laboratories, OPPTS Draft Guideling
850.1035. :

MRID 15674104

Fish, Early-life Stage Toxicity Test of CL 322,250 (Danio rerio), Report No.
WE-05-005 (Janssen Report No. AGR 290), February 22, 2002, LISEC,
OPPTS Draft Guideline 850.1400,

MRID 45674105

CL 322,250-Early Life-Stage Toxicity Test with Sheepshead Minnow
(Cyprinodon variegatus), Report No. 13751.6128 (Janssen Rpt. No. AGR
385), November 6, 2001, Springborn Laboratories, OPPTS Draft
Guideline 850.1400

MRID 43674106

Page 11 of 16
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. Volume. 58

Volume 58

Volume 60

Daphnia magna reproduction test of CL. 322,250, Reporl No. WE-02-052,
(Janssen Rpt. No. AGR 292), April 15, 2002, LISEC, OPPTS Draft

Guideline 850.1300

MRID 15674107

CL 322,250-Toxicity to Amphipods (Hyalella azateca) During a 10-Day
Sediment Exposure, Report No. 13751.6109 (Janssen Rpt. No. AGR
~41), October 16, 2001, Springborn Laboratories, OPPTS Draft Gmdellne

850. 1735
MRlD ‘ 33674108

ClL. 322,250 - Toxicity to Marine Amphipods (L.eptocheinis plumuiosus)
During a 10-Day Sediment Exposura, Report No. 13751.6110 (Janssen
Rpt. No. AGR 333), October 18, 2001, Springborn Laboratories, OPPTS
Draft Guideline 850.1740.

MRID 35674109

Metaboilte CL. 322,248

Volume 61

Volume 62

Volume 63

Acute toxicity of CL. 322,248 for fish, Oncorhynchus mykiss, Report No.
WE-03-223, (Janssen Rpt. No. AGR286), December 10, 2001, LISEC,
OPPTS Draft Guideline 850.1075

MRID 45674110

Acute toxicity of Cl. 322,248 for fish, Lepomis machrochirus, Report No.
WE-03-229, (Janssen Rpt. Nq. AGR294), February 15, 2002, LISEC,
OPPTS Draft Guideline 850.1075

13674111

MRID

Acute toxicity of CL. 322,248 for Daphnia magna, Report No. WE-01-263,
(Janssen Rpt. No. AGR 298}, Aprit 15, 2002, LISEC, OPPTS Draft
Guideline 850.1010

MRID 43674112

Page 12 0116
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_ Volume 64

Volume 65

Volume 66

PLANT PROTECTION/NONTARGET PLANTS (40 CFR 158.540)

Parent Compound R10789%4

Daphnia magna reproduction test of CL 322,248, Report No. WE-02-054
{Janssen Rpt. No. AGR 292}, February 15, 2002, LISEC, OPPTS Draft

Guideline 850.1300

MRID 43674113

CL 322,248 - Toxicity to Amphipods (Hyalella azateca) During a 10-Day
Sediment Exposure, Report No. 13751.6112 (Janssen Rpt. No. AGR
342), October 11, 2001, Springbom Laboratories, OPPTS Draft Guideline

850.1735.
MRID 45695804

CL 322,248-Toxicity to Marine Amphipods (Leptocheirus plumulosus) .
During a 10-Day Sediment Exposure, Report No. 13751.6413 {Janssen
Rpt. No. AGR 334), October 11, 2001, Spnngbom Laboratories, OPPTS
Draft Guideline 850.1740. .

MRID . 45674114

Volume 67 R107894-Determination of Effects on Seedling Emergence of Rice (Oryza

Volume 68

Volume 69

sativa}, Report No. 13751.6127 (Janssen Rpt. No. AGR362), October 23,
2001, Springbom Labs, OPPTS Draft Guidelines 850.4100 and 850.4225,

MRID 35674115

R107894-Toxicity to Duckweed, Lemna gibba, Report No. 137516104,
(Janssen Rpt. No. AGR 337), April 24, 2001 ,Springbom Laboratories,
OPPTS Draft Guideline 850.4400.

MRID 15674116

Alga, growth inhibition test effect of R107894 technical on the growth of
Raphidocelis subcapitata, Report No. WE-06-261 (Janssen Rpt. No. AGR
300), February 22. 2002, LISEC, OPPTS Draft Guideline 850.5400.

| MRID 15674117
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Volume_70  Alga, growth inhibition test effect of R107894 technical on the growth of

Skeletonema costatum, Report No. WE-08-270 (Janssen Rpt. No. AGR
307), April 15, 2002, LISEC, OPPTS Draft Guideline 850.5400

MRID 45674118

Metabolite CL 325,195 . )
Volume 71 CL 325,195 - Toxicity to Duckweed, Lemna gibba, Report No. 13751.6115

(Janssen Rpt. No. AGR 344), October 23, 2001, Springborn Laboratories,
QOPPTS Draft Guideline 850.4400.

MRID 45674119

Volume 72  Alga, growth inhibition test effect of CL 325,185 on the growth of
Raphidocelis subcapitata, Report No. WE-06-260, (Janssen Rpt. No.
AGR 300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID 45674 ] 20

Voilume 73  Aiga, growth inhibition test effect of CL 325,195 on the growth of :
Skelelonema costatum, Report No. WE-06-269,(Janssen Rpt. No. AGR
309), February 15, 2002, LISEC, OPPTS Draft Guideline 850.5400

MRID 45674121

- Metabolite CL. 322,250

Volume 74 CL 322,250-Toxicity to Duckweed, Lemna gibba, Report No. 137516108 -
(Janssen Rpt. No. AGR 338}, October 12, 2001, Springborn Laboratories,
OPPTS Draft Guideline 850.4400.

MRID 45674122

Volume 75  Alga, growth inhibition test efiect of CL. 322,250 on the growth of
Raphidocelis subcapitata, Report No. WE-06-262 (Janssen Report No.
AGR 300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID 43674123

Volume 76  Alga, growth inhibition test effect of CL 322,250 on the growth of
Skeletonema costaturm, Report No, WE-08-271, (Janssen Rpt. No. 309),
February 15, 2002, LISEC, OPPTS Data Guideline 850.5400

MRID 45674124
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- Metabolite CL 322,248
Volume 77 CL 322,248 - Toxicity to Duckweed, Lemna gibba Report No. 13751.6111

Volume 78

Volume 78

(Janssen Rpt. No. AGR 338), October 23, 2001, Springborn Laboratones,
OPPTS Draft Guideline 850 4400.

45
MRID 674125

Alga, growth inhibition test effect of CL 322,248 on the growth of
Raphidocelis subcapitata, Report No. WE-06-266 {Janssen Rpt. No. AGR
300), February 22, 2002, LISEC, CPTS Data Guideline 850.5400.

45674126

MRID

Alga, growth inhibition test effect of CL 322,248 on the growth of
Skeletonema costaturn, Report No. WE-06-272, (Janssen Rpt. No. AGR
300), February 15, 2002, LISEC, OPPTS Drat Guideline 850.5400 .

QCCUPATIONAL EXPOSURE

" Volume 80

Screening level occupationai exposure assessments for R1078%4
{CL303268) as an anti-foulant in paint applied to underwater hulls, EXP
Project No. 47101, EXP Report No, 02001, January 11, 2002, EXP
Comoration, OPPTS Draft Guideline Series 875.

MRID 456749128

Please consider assigning priority review status to this action since it satisfies the
critena as a TBTO replacement for anti-fouling use; TBTO will no longer be allowed by
the intemational Maritime Organization (IMO) after 2003. The USEPA Antimicrobial
Division has identified TBTO anti-fouling replacement products as a priority for recsiving
a high level of EPA resources in 2002-03 work plan.

Please contact me directly on any matters relating to this registration application. | can
be reached by phone at 609-730-2607,

Sincerely,

William R. Goodwine

Director

Plant & Material Protection Division

Page 150 16
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‘Tel;,
Fax:
Email:

609/730-2607
609/730-2411 -
bgoodwin{@ianus.ini.com
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JUL 08 2002

7.S5. ENVIRCNMENTAIL PROTECTION AGENCY
Office of Pesticide Programs

JANSSEN PHARM. RESEARCH FOQUNDATIOCN
P.O. BOX 200

1125 TRENTON-HARBOURTON ROAD
TITUSVILLE, NJ 085600200

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your transmittal of 07/01/02. Our staff
has completed & preliminary analysis of the material. The results are
provided as follows:

Your submittal was found to be in full compliance with
the standards for submission of data contained in PR
Notice 86-5. A copy of your bibliography im enclosed,
annotated with Master Record ID's (MRIDs) assigned to
each document submitted. Pleage use these numbers in
all future references to these documents. Thank you for
your cooperation. If you have any questions concerning
this data submission, please raise them with the
cognizant Product Manager, to whom the data have heen
releasged.
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457069-00
PHARMACEUTICA INC.

JANSSEN

June 24, 2002

Mr. Marshall Swindell N

Product Manager Team 33

U.S. Environmental Protection Agency e e,
Office of Pasticide Programs P R
Antimicrobial Division (7510W) . vozees
Regulatory Management Branch || L
1921 Jefterson Davis Highway . LI
Arlington, VA 22202-4501 W

SUBJECT: ECONEA™ Technical (Janssen Code No. R107894) HER

Supplementary Data Submission
EPA File Symbol: 43813-ET

Antimicrobial Division Priority Review to Replace TBTO by 2003

Dear Mr. Swindeli:

Janssen Pharmaceutica inc. is making a supplementary data submission for the
registration of ECONEA™ Technical for formulation of antifouling treatment products
under the general use pattern of aquatic non-crop. Qur primary submission was sent
to the US EPA on April 25, 2002 with receipt acknowledged on May 2, 2002 (OPP
ldentification Number 284604). Tha USEPA Antimicrobial Division has indicated to the
ACC Biocides Panel that TBTO replacement products for anti-fouling use would be
given a priority for AD resources for expedited review.

The end use antifouling paint product (Nexxium 20), containing ECONEA was
submitted by Sigma Coatings on April 20, 2002 and assigned EPA file symbol 11350-
GL.

Three (3) copies each of the following reports along with Data Support Matrices are
enclosed.

ECO-TOXICITY (40 CFR 158.490)
Parent Compound R107894
Volume1  Acute toxicity of R107894 for Daphnia magna, Report No, WE-01-279,
(Janssen Rpt. No. AGR 448), June 14, 2002, LISEC, OPPTS Draft
Guideline 850.1010.
45706901

MRID

1125 TRENTON-HARBOURTON ROAD
POST OFFICE BDX 200
TITUSVILLE, NEW JERSEY 08860-0200
(603> 730-2000

U jBNSSAN.Com 326




-

Metabolite CL 325,195 .

Volume 2  Acute toxicity of CL 325,185 for Daphnia magna, Report No. WE-01-281,
{(Janssen Rpt. No. AGR 450), June 14, 2002, LISEC, OPPTS Draft
Guideline 850.1010.

45706902
MRID

Moetabolite CL 322,250 :

Voiume 3  Acute toxicity of CL. 322,250 for Daphnia magna, Report No. WE-01-280
(Janssen Rpt. No. 449), June 14, 2002, LISEC, OPPTS Draft Guideline
850.1010.

As mertioned in my letter of April 25, 2002, please consider assigning priority review
status to this action since it satisfies the criteria as a TBTO replacement for anti-fouling

° use; TBTO will no longer be allowed by the International Maritime Organization (IMO)
after 2003. The USEPA Antimicrobial Division has identified TBTO anti-fouling
replacement products as a priority for receiving a high ievel of EPA resources in 2002-
03 work plan.

Please contact me directly on any matters relating to this registration application. | can
be reached by phone at 609-730-2607.

Sincsrely,

Bitd Hodrind

. William R. Goodwine

Director

Plant & Material Protection Division
Tal 608/730-2607

Fax: 609/730-2411

Email: bocodwin@janus jni.com

Page 2 of 2
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. Form Approved OME No, 2070-0060
K&j UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
g 401 M Strest, S.W.
WASHINGTON, D.C. 20480
Paperwork Raduction Act Notica: The puble reporting burden for this coliection of information is estimated to average 0.25 hours per responsa for registration activiies and 0.25 hours par responsa for
reregistration and speciel review activites, incuding time for reading the instructions end completing the necessary forms. Send comments repanding the burden estimate or any other aspedt of this collection of
information, induding suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Environmantal Protection Agency, 401 ¥ Street, S.W., Washington, DC 20460. Do nol
serxd the form to this addrass,
DATA MATRIX
Date Juna 24, 2002 EPA Reg NoJ/Fike Symbol 43813 Pogel of 3
Applicant's/Reaqistrant’s Name & Address Product
Janssan Pharmaceutica, 1125 Trenton-Harbourton Road, Tliusvitle, NJ 08560-0200 ECOMNEA Technical
Ingredient R107894 Eco-Toxicity - Parari Compound R147894
Guidekne Reference Number Guideling Study Neme MRID Number Submitter Status Noie
OPPTS Guidelina 850.1010 Aguatic invertebrata acuts tox, tes!, frashwaler daphnids Janssen Pharmacoulica [nc. OWN
rd
Signatura g o= . Name snd THie Date
7> . W—b/ Wilkam R. Goodwine Junie 24, 2002
| ! Ll %4 T
EPA Form 8570-35 [8-57) Ekcironic 60é Paper Yersions avaliable. Submit oedy Paper version. Agency Internal Use Copy
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ey Form Apgproved OMB No, 2070-0060
&] UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(../ 401 M Street, S.W.

WASHINGTON, D.C. 20460

Paporwork Reduction Act Notice: The pubkc reporbag tueden for this collection of informafion is estimated to avarage 0.25 hows per responsa for registration activifies and 0.25 hours per response for
teregistration and spocial review aclivities, ciuding tme for reading the instructions and completing tha necessay rms. Send comments reganding the burdan estimate or any other aspect of this collection of
information, including suggestions for regucing the burden to: Director, OP PE information Managemant Division (2137), U.S. Environmental Profection Agancy, 401 M Street, SW., Washington, OC 20460. Do not
send the form to this address.

DATA MATRIX

Date June 24, 2002 : EPA Rog NoJFile Symbol 43813 Pogel of 3
Applcars/Registrant’'s Name & Address Product
Janssen Pharmaceutica, 1126 Trenton-Harbourton Road, Titusville, NJ 08560-0200 ECONEA Technlcal
ingrediant R107894 Eco-Toxicily - Parent Compound R107694
Cuideline Refereroe Number Guidetine Study Name MRID Number Subsmitter Status Note
: . B .:con Phamaceutica inc. owN

Name and Tide Date

g / Wiltiam R, Goodwine June 24, 2002
(97) ; ; aper versions avaiable. Submyt only Paper version. Publlc Fite Copy
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Form Approved OMB Na. 2070-0060

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Strast, S.W.

WASHINGTON, D.C. 20460

Paperwork Reduction Act Notica: The public reporting burden for this collection of information is estimated to averaga 0.25 hours per response for registrabion activiies and 0.25 hows per response for
reregistration and special review activitias, including tme for meading the instructions and completing the necessary forms. Send comments reganding the burden estimate or any other aspect of this collection of
information, including suggestions for reducing the burden to: Direclor, OPPE Information Management Division (2 137}, U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 20460. Do not

send the form to this address.
DATA MATRIX
Date June 24, 2002 EPA Reg NoJFile Symbol 43813 Page2 of 3
Applicant's/Reniskant's Name & Address Product
Janssen Pharmaceutica, 1125 Trenlon-Harbourton Read, Titusviile, NJ 08560-0200 ECONEA Technicat
Ingredient R107534 Eeo-Toxicity - Metabolite CE. 325,195
Guideing Reference Nurmber Guideline Study Name MRIDNumbar | Submitter Status Note
OPPTS Guideline 850.1010 Aguatic invertabrate acute iox, test, freshwater daphnids Janssen Pharmaceutica Inc. OWN
) £
Signature . _ - Name aad Tite Date
W - Witlam R. Goodwing June 24, 2002

EPA Form 8570-35 (3-97) Ereclronic and Paper versions avalable. Submil only Paper version.

Agency Internat Use Copy

331




@ } UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
g 401 M Strest, SW.
WASHINGTON, D.C. 20460

Form Approved OMB No. 2070-0060

Papsrwork Reduction Aci Notice: The pubkc reporting burden for ihés collection of iformation is estsnated to avesaga 0.25 hours per responge for registration ectivities and 0.25 hours per response for
raregistration and speclal raview activities, including time Tor reading the instructions end compleing the necessary forms. Send commmaats regarding the burden estimatie or any other aspact of this collaction of
information, incfuding suggastions for reducing the burden to: Director, OPPE nformaiion Management Division {2137), 1.8, Environmental Protection Agency, 401 M Street, S.W., Washinglon, DC 20460. Do not
serx e form o this address.

DATA MATRIX
Date June 24, 2002 EPA Reg NofFike Symbot 43813 Paga2 of 3
Applicant's/Registrant's Name & Address Product
Janssen Pharmacautica, 1125 Trenton-Harbowrton Road, Titusville, NJ 08560-0200 ECONEA Technical
Ingrecdient R107834 Eco-Toxicity - Metabolite Ct, 325,195
Guldeline Raforonce Number Guideling Study Name MRID Numter Submitter Status Note
Janssen Pharmaceutica Inc. Own
Neme and Titie Date
Wiliam R. Goodwine June 24, 2002

Public Fife Copy

EPA Form 8570-35 (8-87} Elecironic and Paper versions avakable. Submit only Paper version.
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Fortmn Appeoved OMB No, 2070-0050
&j LUNITED STATES ENVIRONMENTAL PROTECTION AGENCY

k.} 401 M Street, S.W.

WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: Tha public reposting burden for this cotiection of information is estimaled to average 0.25 hours per response for regisiration activites and .25 hours per response for
reregistration and special review activitios, Including tme for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other asped of thia collection of
information, duding suggestions for reducing the burden 1o: Direcior, DPPE Information Manegement Division (2t37), U.S. Envimnmental Protection Agency, 401 M Sireel, 5.W., Washinglon, DC 20460, Do not
sand the form to this address.

DATA MATRIX
Data June 24, 2002 EPA Reg NoJFda Symbol 43813 Page3 of 3
Apgficanl's/Reqisimit’s Name & Address Product
Janssan Pharmmaceutica, 1125 Trenton-Harbourton Road, Titusvilie, NJ 08560-0200 ECONEA Technical
Ingredient Ri07894 Eco-Toxicity - Matabolite CL 322,250
Guideline Referenca Number Guldefine Sludy Name MRIO Number Submitter Status Note
OPPTS Guidsaline 850.1010 Agquabc invartabratg scule tox, test, freshwater dephnids Janssen Pharmacautica Inc. OWN
Signature 7 Hama and TRie Data
{ ’ Wilkam R. Goodwine June 24, 2002
' EPA Form 8570-35 (9-97) Electronic and Paper versions avaiable, Submit orly Paper version. Agency Intemal Lise Copy
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o~ Form Approved OMB No. 2070-0060
&; UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
k./ A01 M Straet, SW.

WASHINGTON, D.C. 20460

Papsrwork Raduction Act Notice: The public reporting burden for this collection of Information is estimaled to average 0.25 houss per responze for registration activifies and 0.25 hours per sesponse for
raregistralion and special review aclivities, inciuding time for reading the instructions and complating the necessary forms. Send comments reganting the burden astimate or any viher aspect of this collection of
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_ DATA MATRIX
Date June 24, 2002 EPA Reg NoFile Symbol 43813 Paged of 3
Applicants/Registrant’s Name & Address Product
Janesen Pharmaceutica, 1125 Teenton-Harbourton Road, Titusville, NJ 08569-0200 ECONEA Technical
logredient R107854 Eco-Toxicity - Metabolite CL 322,250

Guidekno Reference Number Guiiedine Study Name MRID Number Submitter Status Note

Janssen Phammacaufica tho. OWN

Neme and Tia Date
Wiliam R, Gocdwine June 24, 2002

fAANAGETTT /Z

EPA Form B570-35 (9-97) Electronic and Papdr versions avatabie, Submit onty Paper version. Public File Copy
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Kathryn Montague To: Winston Dang/DC/USEPA/US@EPA
cc. Norm Cook/DC/USEPA/US@EPA

04/26/01 04:15 PM Subject: Janssen antifoulant data requirements--eco [meeting minutes|

Winston,

Here is a more useable summary of the eco data requirements:

“AD/RASSE has determined that the following studies are OUTSTANDING and must be submitted
to support the registration of this antifoulant {parent compound):

72-3e Estuarine/merine organism acute toxicity testing--fish

72-3b Estuerine/marine organism acute toxicity testing--oyster

72-3¢ Estuarine/marine organism acute toxicity testing--mysid

123-1 Terrestrial Plant Tier It Seedling Emergence test--rice {Oryza sativa) only

123-2 Aquatic Plant Tier Il Testing--2 outstanding species {1 diatom and 1 blue-green algal

The company has also agreed to submit a rationale for ecological effects toxicity testing with one
or more of the degradates of this chemcal . Additional data may be required pending review of this

rationale.

Additionally, any data listed in the chart (provided with original meeting material) that the company
has already generated or agreed to generate should be submitted.”

Hope this helps!
Kay
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{)@ WASHINGTON, D.C. 20480
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QFFICEOF

PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

December 20, 2002

SUBJECT: Pyrrole-3-carbonitrile, 4-bmmo-2-(p—chlorophmyl)~5-(uiﬂomomeﬁ1yl)-;
CL 303268: Response to the registrant’s rebuttal to toxicology issues raised from .

the New Chemical Screen of CL 303268.

EPA Identification Numbers:

. P.C.Codes: 119093

MRID's: N/A (mmpondenoe)
DP Bamode_: D286238

O TO: Marshall Swindell/Karen Leavy-Munk \
ent Branch II/ PM Team 33

Regulatory Managem
Antimicrobials Division (7510C)

FROM: Timothy F. McMahon, PhD. f?""’ rJjesiaa.
' Senior Toxicologist }
Division (7510C)

Antimicrobials |
. \AB vzles [o2

" Team Leader, Team Two
Support Branch (RASSB)

Risk Assessment and Science
Antimicrobials Division (75 10C)

and

Norm Cook, Chief M or-623

RASSB :
Antimicrobials Division (73 10C)
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CL 303268 naw chemical screen response memo 2

Action Reguested: Respond to the registrant’s rebuttal regarding bridging of toxicology data for
chlorfenapyr to the chlorfenapyr metabolite CL 303268 to support the registration of CL 303268
as an active ingredient in the antifouling paint product Sigma Nexxium 20 Antifouling, and the
technical material (Econea antifouling preservative). .

Backeround

Jenssen Phamaceutical, Titusville, New Jersey, previously submitted applications to the
Environmental Protection Agency for registration of the manufacturing-use product ECONEA

technical (containing 93.2% CL 303268 as active) and the formuleted product Sigma Nexodum
20 Antifouling (containing CL 303268 at 3.4% and C9-211 at 3.4%)

The registrant put forth the proposal that toxicology data for the parent compound chlorfenapyr
could be bridged to address toxicity of the CL 393268 metabolite. The registrant used several
lines of argument. As stated in the previous memo and repeated here for continuity, the pri
argument is that the mode of action of chlorfenspyr can be attributed to the CL 303268

" meiebolite (from page 11 of the submitted discussion: * the insecticidal activity of parent
chlorfenapyr can be attributed to CL 303268. CL. 303268 was shown to be an extremely potent
insecticide with LC50 values of < 10 ppm against southern armyworms and tobacco budwormus.
In addition, the mammalian toxicity of chlorfenapyr can be attributed to CL 303268, as CL
303268 was shown 10 be highly toxic t6 mammals by the acute oral route.” ) [Note: This claim
is based on the following: the LC50 value of the CL 303268 metabolite is very low, i.e. < 10ppm.
also, the acute oral toxicity of this metabolite is lower (27-29 mg/kg/day) vs. the parent (441(M)

mdusz(P)ms/ks/day)]

In responsc to the registrant’s submission, the Antimicrobials Division pointed out (in
memorandum D284098) that the mode of action for chlorfenapyr had never been previously
submitted to the Agency for review, and that arguments supporting the CL 303268 metabolite as
the proximate species responsible for the insecticidal activity of chlorfenapyr would have to be

examined by the Agency.

Discussion

Chlorfenapyr is registered with the Office of Pesticide Programs as an agricultural use pesticide.
Specifically, chlorfenapyr is an insecticide-miticide for use on cotton, vegetables, citrus and
omamentals A temporary tolerance has been established in/on cottonseed at 0.5 ppm :
(PP#5F04456). Temporary tolerances of 0.5 ppm have also been proposed for oranges and
lemons (PP#5G04507).

. 'The registrant submitted additional data in support of the conclusion that the CL 303268
metabolite is an uncoupler of oxidative phosphorylation (Black, B.C. et al., Insecticidal Action
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and Mitochondrial Uncoupling Activity of AC-303,630 and Related Halogenated Pyrroles,
Pesticide Biochemistry and Physiology Vol. 50: pp. 115-128, 1994; Hunt, D.A. and Treacy,
M.F.: Pyrrole Insecticides: A New Class of Agriculturally Important Insecticides Functioning as
Uncouplers of Oxidative Phosphorylation; In Ishaaya I. and D. Degheele (eds.), Insecticides with
novel modes of action: mechanism and application, Springer-Verlag, New York, Berlin, Chapter
8, pages 139-151, 1997; Gange, D.M,, et al., The QSAR of Insecticidal uncouplers. In Hansch,
C. and T. Fujita (eds.). Classical and three-dimcnsion QSAR in agrochemistry, American
Chemical Society, Chapter 15: pages 199-212, 1995). These data do appear to support the
argument that CL 303268 does possess this property.

Examination of the toxicity database for chiorfenapyr shows that the liverisa target organ of
toxicity for chlorfenzpyr. In the 28-day dermal toxicity study in the rabbit and in carcinogenicity
studies in the rat, the primary toxic effects observed were in the liver (increased cholesterol,

. increased liver weight and cytoplasmic vacuolation in the 28-day study; hepatocellular adenoma
in male rats in the carcinogenicity study in rats). In addition, a one-year neurotoxicity study in
rats and a chronic toxicity/carcinogenicity study in mice showed significant nervous system

. toxicity, including vacuolstion of the central nervous system (brain, spinal cord, optic nerve).

The toxicity of chorfenapyr to the liver is not likely related to the proposed mechanism of action,

i.e. uncoupling of oxidative phosphoryation, but some other mechanism. The central nervous

system toxicity on the other hand could be possibly related to the uncoupling cffect. As noted in

Chapter 16 of Casarett and Doulls’ Fifth Edition of Toxicology: The Basic Sciencs of Poisons
o (1996), “ Neurons are highly dependent upon aerobic metabolism for energy requirements. Celis

of the nervous system must be able to produce large quantmes of high energy phosphates evenat -

rest to meet the demand for maintenance and repetitive reinstitution of ion gradients necessary

for membrane depolarization and repolarization.” “The systemic exposure to toxicants that

inhibit asrobic respiration, such as cyanide...leads to the earliest signs of dysfunction in the

m jum and neurons.” Thus, even & brief interruption in the energy supply to neurons will be

. detrimental, as the nervous system is more sensitive to the effects of oxidative phosphorylation
uncoupling than other systems in the body.

There is not enough submitted toxicity data for the CL 303268 metabolite to establish whether
there is any concordance in toxicity between parent chiorfenapyr and the CL 303268 metabolite.
The proposed mode of action for the CL 303268 metabolite is not entirely reflective of the
toxicity of chlorfenapyr. There are likely differences in the dose-response for toxicity between
the parent chlofenspyr and the CL 303268 metabolite, which is partially evident when comparing
the acute oral LD50 values between the two compounds as noted above.

338




CL 303268 new chemical screen response memo 4

Conclugions

The lack of concordance in the toxicity between chlofenapyr and the CL 303268 metabolite and
the lack of data for the two compounds demonstrating any concordance does not support using
the toxicity database for chlofenapyr to support registration of the CL 303268 metabolite. In
addition, the signs of neurotoxicity produced in long-term studies with chlorfenapyr needs to be
investigated further with respect to the CL 303268 metabolite, as this metabolite, through the
uncoupling mechanism, may have some mianonshlp to the neurotoxic effects observed with
chiorfenapyr . If the CL 303268 metabolite is in fact the proximal toxicant, its neurotoxicity
might even be bzgher than that of the parent}_It is very possible that the toxicity of the CL
303268 metabolite is different than the toxicity of parent chiorfenapyr from the available data.
Neurotoxic effects are of particular concern,

In order ta better establish the relationship of the CL 303268 metabolite to chiorfenapyr, the
registrant will need to conduct the following studies with the CL 303268 metabolite: a 90-day
oral toxicity study with neurotoxicity endpoints included in the study design, a developmental

. toxicity study in the rat, and a mutagenicity testing battery (the registrant appears to already have

an Ames assay, but needs to complete the testing battery with two other studies), In this way, the
" toxicity of the parent chiorfenapyr realtive to CI. 303268 metaoblite can be assessed and a
decision can be made as to whether these studies are adequate to bridge toxicity data from the

pareat for this metabolite.
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f )0 BARCODE: D286238

CASE: 072289 DATA PACKAGE RECORD DATE:, 01/03/03
JUBMISSION: S623573 BEAN SHEET Page 1 of 1

* % % CASR/SUBMISSION INFORMATION * * #

JASE TYPE# REGISTRATION ACTION: 011 RESUB NEW CHEM SCRNG
YHEMICALS: 119093 Pyrrole-3-carbonitrile,4-bromo-2-(p-chlorchoenyl)- 99.0000%

[D#: 043813-ET ECONEA TECHNICAL

OMPANY: 043813 JANSSEN PHARMACEUTICA

1 SRODUCT . MANAGER : 33 MARSHALL SWINDELL 703-308-6341 ROOM: CS1 6B
M TEAM REVIEWER: KAREN LEAVY-MUNK 703-308-6237 ROOM: CS1  6WS
m.vm: DATE: 10/03/02 DUE QUT DATE: 01/01/03 4

* % * DATA PACKAGE INFORMATION * * ¥

OP BARCODE: 286238 EXPEDITE: Y DATE SENT: 10/18/02 DATE RET.: 01/02/03
THEMICAL: 118093 Pyrrole-3-carbonitrile,4-bromo-2-{p-chlorohoenyl) -5« (triflu
DP TYPE: 001

CSF: N . LABEL: N '
AS!IENED ™ - DATE 1IN DATE OUT ADMIN DUE DATE: 11/17/02
DIV : 10/18/02 01/02/03 NEGOT DATE: [ [/
BRAN: RASSB 10/18/02 01/02/03 PROJ DATE: [ [/
SECT: RASSB2 10/18/02 12/20/02
REVR : TMCMAHON 10/23/02 12/20/02
CONTR: !/ /7 !/ 7/

* * % DATA REVIEW INSTRUCTIONS * * *

‘. Norm this was sent through RASSE for tracking purposes and
go that you would be aware of what's going on.
Please forward this rebuttal to AD's screening of the ECONEA
antifoulant new chem tox comments. Please forward to Tim for
review. Tim indicated that he will work on it and confer
with HED. When done we will schedule a meeting with the
company. Thanks, Karen Leavy/Swindell

QIb If any ad?ltional information is needed please contact Karen
(308~-6237) .

* # % DATA PACKAGE EVALUATION * * *
No evaluation isp written for this data package
* & * ADNDITIONAL DATA PACKAGES FOR THIS SUBMISSION * » =*

DP EC BRANCH/SECTION DATE OUT DUE BACK INS CSF LABEL
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. P.C. Codes: 119093

MRID's: N/A (correspondence)
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TO: Marshall Swindel/Karen Leavy-Munk _
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Antimicrobials Division (7510C)

FROM: Timothy F. McMshon, PhD. == gp v RJvalay
Senior Toxicologist }
Antimicrobials Division (7510C)

THRU: Nader Elkasssbany, Ph.D. QE \2fesfoz
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Risk Assessment and Science Support Branch (RASSB)
Antimicrobials Division (7510C)

and

Norm Cook, Chief w 97203
RASSB .

Antimicrobials Division (7510C)
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CL 303268 new chemical screen response nemo . A

" Action Requested: Respond to the registrant’s rebuttal regarding bridging of toxicology data for
chlorfenapyr to the chlorfenapyr metabolite CL 303268 to support the registration of CL, 303268
as an active ingredient in the antifouling paint product Sigma Nexxium 20 Antifouling, and the
technical meterial (Econea antifouling preservative). .
Background

Janssen Phamaceutical, Titusville, New Jersey, previously submitted applications to the
Environmental Protection Agency for registration of the manufacturing-use product ECONEA

technical (containing 93.2% CL 303268 as active) and the formulated product Sigma Nexoxium
20 Antifouling (containing CI. 303268 at 3.4% and C9-211 at 3.4%)

The registrant put forth the proposal that toxicology data for the parent compound chiorfenapyr
conld be bridged to address toxicity of the CL 393268 metabolite. The registrant used several
lines of argument. As stated in the previous memo and repeated here for continuity, the primary
urgumeutmthatthe mode of action of chlorfenapyr can be attributed to the CI, 303268
metabolite (from page 11 of the submitted discussion: “ the insecticidal activity of parent
chlorfenapyr can be attributed to CL 303268. CL 303268 was shown to be an extremely potent
insecticide with L.C50 values of < 10 ppm against southem armyworms and tobacco budworms,
In addition, the mammalian toxicity of chlorfenapyr can be attributed to CL 303268, as CL
303268 was shown to be highly toxic to mammals by the acute oral route.” ) [Note: This claim
is based on the following: the L.C50 value of the CI, 303268 metabolite is very low, i.e. < 10ppm.

also, the acute oral toxicity of this metabolite is lower (27-29 mg/kg/day) vs. the parent (441(M) _

and 1152 (F) mg/kg/day) .

In responsc to the registrant’s submission, the Antimicrobials Division pointed out (in
memorandum D284098) that the mode of action for chlorfenapyr had never been previously
submitted to the Agency for review, and that arguments supporting the CL 303268 metabolite as
the proximate species responsible for the insecticidal activity of chlorfenapyr would have to be

cxa;ninod by the Agency.

Discussion

Chlorfenapyr is registered with the Office of Pesticide Programs as an agricultural usc pesticide,
Specifically, chlorfenapyr is an insecticide-miticide for use on cotton, vegetables, citrus and
ormamentals A temporary tolerance has been established in/on cottonseed at 0.5 ppm ,
(PP#5F(04456). Temporary tolerances of 0.5 ppm have also been proposed for oranges and”
lemons (PP#5G04507).

The registrant submitted additional data in suppott of the conclusion that the CL 303268
metabolite is an uncoupler of oxidative phosphorylation (Black, B.C. et al., Insecticidal Action
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and Mitochondrial Uncoupling Activity of AC-303,630 and Related Halogenated Pyrroles,
Pesticide Biochemistry and Physiology Vol. 50: pp. 115-128, 1994; Hunt, D.A. and Treacy,
M.F.: Pyrrole Insecticides: A New Class of Agriculturally Important Insecticides Functioning as
Urcouplers of Oxidative Phosphorylation; In Ishaaya I. and D. Degheele (cds.), Insecticides with
novel modes of action: mechanism and application, Springer-Verlag, New York, Berlin, Chapter
8, pages 139-151, 1997, Gange, D.M,, et &l,, The QSAR of Insecticidal uncouplers. In Hansch,
C. and T. Fujita (eds.). Classical and three-dimension QSAR in agrochemistry, American
Chemical Society, Chapter 15: pages 199-212, 1995). These data do appear to support the
argument that CL 303268 does possess this property.

Examination of the toxicity database for chiorfenapyr shows that the liveris a target organ of
toxicity for chlorfenapyr. In the 28-day dermal toxicity study in the rabbit and in carcinogenicity
studies in the rat, the primary toxic effects observed were in the liver (increased cholesterol,
increased liver weight and cytoplasmic vacuolation in the 28-day study; hepatocellular adenoma
in male rats in the carcinogenicity study in rats). In addition, a one-year neurotoxicity study in
rats and a chronic toxicity/carcinogenicity study in mice showed significant nervous system
 toxicity, including vacuolation of the central nervous system (brain, spinal cord, optic nerve).
The toxicity of chorfenapyr to the liver is not likely related to the proposed mechanism of action,
i.¢. uncoupling of oxidative phosphoryation, but some other mechanism. The central nervous
system toxicity on the other hand could be possibly related to the tmcouphng cffect, As noted in
Chapter 16 of Casarett and Doulls® Fifth Edition of Toxicology: sons
(1996), “ Neurons are highly dependent upon aerobic metabolism for cncrgy reqmmmts Cells
of the nervous system must be able to produce large quantities of high energy phosphates even at
rest to meet the demand for maintenance and repetitive reinstitution of ion gradients necessary
for membrane depolarization and repolarization.” “The systemic exposure to toxicants that
inhibit aerobic respiration, such as cyanide...leads to the earliest signs of dysfunction in the
myocardium and neurons.” Thus, even a brief interruption in the energy supply to neurons will be
detrimental, as the nervous system is more sensitive to the effects of oxidative phosphorylation

uncoupling than other systems in the body.

There is not enough submitted toxicity data for the CL 303268 metabolite to establish whether
there is any concordance in toxicity between parent chlorfenspyr and the CL 303268 metabolite.
The proposed mode of action for the CL 303268 metabolite is not entirely reflective of the
toxicity of chlorfenapyr. There are likely differences in the dose-response for toxicity between
the parent chlofenapyr and the CL 303268 metabolite, which is partially evident when comparing
the acute oral LD50 values between the two compounds as noted above,
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Conclusions

The lack of concordance in the toxicity between chlofenapyr and the CL 303268 metabolite and
the lack of data for the two compounds demonstrating any concordance does not support using
the toxicity database for chlofenapyr to support registration of the CL 303268 metabolite. In
addition, the signs of neurotoxicity produced in long-term studies with chlorfenapyr needs to be
investigated further with respect to the CL 303268 metabolite, as this metabolite, through the
uncoupling mechanism, may have some relationship to the neurotoxic effects observed with
chlorfenapyr . If the CL 303268 metabolite is in fact the proximal toxicant, its neurotoxicity
might even be higher than that of the parent]_It is very possible that the toxicity of the CL
303268 metabolite is different than the toxicity of parent chlorfenapyr from the available data.
Neurotoxic effects are of particular concern.

In order ta better establish the relationship of the CL 303268 metabolite to chlorfenapyr, the
registrant will need to conduct the following studies with the CL 303268 metsbolite: a 90-day
oral toxicity study with neurotoxicity endpoints included in the study design, a developmental

. toxicity study in the rat, and a mutagenicity testing battery (the registrant appears tc already have

an Ames assay, but needs to complete the testing battery with two other studies). In this way, the

* toxicity of the parent chlorfenapyr realtive to CL 303268 metaoblite can be assessed and a
decision can be made as to whether these studies are adequate to bridge toxicity data from the

parent for this metabolite, .
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JASE TYPE£ REGISTRATION ACTION: 011 RESUB NEW CHEM SCRNG
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* % * DATA PACKAGE INFORMATION * * *

JP BARCODE: 286238 EXPEDITE: Y DATE SENT: 10/18/02 DATE RET.: 01/02/03
SHEMICAL: 119093 Pyrrole-3-carbonitrile, é-bromo-2-(p-chlorohoenyl) -5~ (triflu
DP TYPE: 601

CSF: N - LABEL: N
T DATE IN DATE OUT ADMIN DUE DATE: 11/17/02
DIV : RD 10/18/02 01/02/03 NEGOT DATE: / /7
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review. Tim indicated that he will work on it and confer
with HED. When done we will schedule a meeting with the
company. Thanks, Karen Leavy/Swindell
. If any additiomal information is needed please contact Karen
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* * + DATA PACKAGE EVALUATION * * *
No evaluation is written for this data package
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CL 303268 new chemical screen response memo 2

Action Reguested: Respond to the registrant’s rebuttal regarding bridging of toxicology data for
chlorfenapyr to the chlorfenapyr metabolite CL 303268 to support the registration of CL 303268
as an active ingredient in the antifouling paint product Sigma Nexxium 20 Antifouling, and the
technical material (Econea antifouling preservative). .

Background

Janssen Phamsceutical, Titusville, New Jersey, previously submitted spplications to the
Environmental Protection Agency for registration of the ranufacturing-use product BCONEA

technical (conteining 93.2% CL 303268 as active) and the formulated product Sigma Nexxium
20 Antifouling (containing CL 303268 at 3.4% and C9-211 at 3.4%)

The registrant put forth the proposal that toxicology data for the parent compound chlorfenapyr
could be bridged to address toxicity of the CL 393268 metabolite. The registrant used several
lines of argument. As stated in the previous memo and repeated here for continuity, the primary
argument is that the mode of action of chlorfenapyr can be attributed to the CL 303268
metabolite (from page 11 of the submitted discussion: * the insecticidal activity of parent
chlorfenapyr can be attributed to CL 303268. CL 303268 was shown to be an extremely potent
insecticide with LC50 values of < 10 ppm against southern armyworms and tobacco budworms.
In addition, the mammalian toxicity of chlorfenapyr can be attributed to CL. 303268, as CL
303268 was shown to be highly toxic to mammals by the acute oral route.” ) [Note: This claim
is based on the following: the LC50 value of the CL 303268 metabolite is very low, i.e, < 10ppm.
also, the acute oral toxicity of this metabolite is lower (27-29 mdkg/day) vs, the parent (441(M)

mdnsz(F)ms/ka/day)l

In response to the registrant’s submission, the Antimicrobials Division pointed out (in
memorandum D284098) that the mode of action for chiorfenapyr had never been previously
submitted to the Agency for review, and that arguments supporting the CL 303268 metabolite as
the proximate species responsible for the insecticidal activity of chlorfenapyr would have to be

examined by the Agency.

Discussion

Chlorfenapyr is registered with the Office of Pesticide Programs as an agricultural usc pesticide,
Specifically, chlorfenapyr is an insccticide-miticide for use on cotton, vegetables, citrus and
ornamentals A temporary tolerance has been established in/on cottonseed st 0.5 ppm -
(PP#5F04456). Temporary tolerances of 0.5 ppm have also been proposed for oranges and

lemons (PP#5G04507).

The registrant submitted additional data in support of the conclusion that the CIL 303268
metabolite is an uncoupler of oxidative phosphorylation (Black, B.C. et al., Insecticidal Action
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and Mitochondrial Uncoupling Activity of AC-303,630 and Related Halogenated Pyrroles,
Pesticide Biochemistry and Physiology Vol. 50: pp. 115-128, 1994; Hunt, D.A. and Treacy,
M.F.: Pynrole Insecticides: A New Class of Agriculturally Important Insecticides Functioning as
Uncouplers of Oxidative Phosphorylation; In Ishasys I. and D. Degheele (eds.), Insecticides with
novel modes of action: mechanism and application, Springer-V erlag, New York, Berlin, Chapter
8, pages 139-151, 1997; Gange, D.M,, et al., The QSAR of Insecticidal uncouplers. In Hansch,
C. and T. Fujita (eds.). Classical and three-dimension QSAR in agrochemistry, American
Chemical Society, Chapter 15: pages 199-212, 1995). These data do appear to support the
argument that CL 303268 does possess this property.

Examination of the toxicity database for chiorfenapyr shows that the liver is a target organ of
toxicity for chlorfenapyr. In the 28-day dermal toxicity study in the rabbit and in carcinogenicity
studies in the rat, the primary toxic effects observed were in the liver (increased cholestercl,
increased liver weight and cytoplasmic vacuolation in the 28-day study; hepatocellular adenoma
in male rats in the carcinogenicity study in ratg). In addition, a one-year neurotoxicity study in
rats and a chronic toxicity/carcinogenicity study in mice showed significant nervous gystem
toxicity, including vacuolation of the central nervous system (brain, spinal cord, optic nerve).

' The toxicity of chorfenapyr to the liver is not likely related to the proposed mechanism of action,

i.e. uncoupling of oxidative phosphoryation, but some other mechanism. The central nervous
toxicity on the other hand could be possibly relawd to the uncoupling effect. As noted in
Chapter 16 of Casarett and Doulls’ Fifth Edition of
(1996), “ Neurons are highly dependent upon aerobic mctabolxsm for energy requirements, Cells
of the nervous system must be able to produce large quentities of high energy phosphates even at -
rest to meet the demand for maintenance and repetitive reinstitution of ion gradients necessary
for membrane depolarization and repolarization.” “The systemic exposure to toxicants that
inhibit acrobic respiration, such as cyanide...leads to the earliest signs of dysfunction in the
myocardium and neurons.” Thus, even a brief interruption in the energy supply to newrons will be
detrimental, as the ncrvous system is more sensitive to the effects of oxidative phosphorylation
uncoupling than other systems in the body.

There is not enough submitted toxicity data for the CL 303268 metabolite to establish whether
there is any concordance in toxicity between parent chlorfenapyr and the CL 303268 metabolite.
The proposed mode of action for the CL 303268 metabolite is not entirely reflective of the
toxicity of chlorfenspyr. There are likely differences in the dose-response for toxicity between
the parent chiofenapyr and the CL 303268 metabolite, which is partially evident when comparing
the acute oral LD50 values between the two compounds as noted above.
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Conclusions

The lack of concordance in the toxicity between chiofenapyr and the CL 303268 metabolite and
the lack of data for the two compounds demonstrating any concordance does not support using
the toxicity da_tabase for chlofenapyr to support registration of the CL 303268 metabolite. In
addition, the signs of neurotoxicity produced in long-term studies with chiorfenapyr needs to be
investigated further with respect to the CL 303268 metabolite, as this metabolite, through the

, e uncoupling mechanism, may have some rclauonshjp to the neurotoxic effects observed with
chiorfenapyr . Ifthe CL 303268 metabolite is in fact the proximal toxicant, its neurotoxicity
might even be higher than that of the parentf_It is very possible that the toxicity of the CL
303268 metabolite is different than the toxicity of parent chlorfenapyr from the available data.
Neurotoxic effects are of particular concern.

In order ta better establish the relationship of the CL 303268 metabolite to chlorfenapyr, the
registrant will need to conduct the following studies with the CL 303268 metabolite: 2 90-day
oral toxicity study with neurotoxicity endpoints included in the study design, & developmental

. toxicity study in the rat, and & mutagenicity testing battery (the registrant appears to already have
an Ames assay, but needs to complete the testing battery with two other studies). In this way, the

" toxicity of the parent chiorfenapyr realtive to CL 303268 metaoblite can be assessed and a

decision can be made as to whether these studies are adequate to bridge toxicity data from the

@ oo for this metabolice.
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)P BARCODE: D286238

CASE: 072289 DATA PACKAGE RECORD : DATE:, 01/03/03
SUBMISSION: §623573 BEAN SHEET Page 1 of 1

* * * CASE/SUBMISSTION INFORMATION * » *

JASE TYPEQ REGISTRATION ACTION: 011 RESUR NEW CHEM SCRNG
THEMICALS: 1190983 Pyrrole-3-carbonitrile, 4-bromo-2- {p-chlorochoenyl)- 99.0000%

[D#: 043813-ET ECONEA TECHNICAL

“OMPANY: 043813 JANSSEN PHARMACEUTICA

RODUCT .MANAGER: 33 MARSHALL SWINDELL 703-308-6341 ROOM: CS1 6B
™M REVIEWER: KAREN LEAVY-MUNK 703-308-6237 ROOM: (CS1  6WS9
@ VED DATE: 10/03/02 DUE OUT DATE: 01/01/03

* % * DATA PACKAGE INFORMATION * * *

5P BARCODE: 286238  EXPEDITE: Y DATE SENT: 10/18/02 DATE RET.: 01/02/03
JHEMICAL: 119093 Pyrrole-3-carbonitrile,4-bromo-2- (p- chlorohoenyl)-s {triflu

OP TYPB: 001

CSF: N LABEL: N
gsgmp O DATE 1IN DATE OUT ADMIN DUE DATE: 11/17/02
DIV : 10/18/02 01/02/03 NEGOT DATE: [/ /
BRAN: RASSB 10/18/02 01/02/03 PROJ DATE: [/ /
SECT: RASSB2 10/18/02 12/20/02
REVR : TMCMAHON 10/23/02 - 12/20/02 ,
CONTR: /7 /7

* % % DATA REVIEW INSTRUCTIONS * * #

.. Norm this was sent through RASSB for tracking purposea and
so that you would be aware of what's going on.
Please forward this rebuttal to AD's screening of the ECONRA
antifoulant new chem tox comments. Please forward to Tim for
review. Tim indicated that he will work on it and, confer
with HED. When done we will schedule a meting with the
company. Thanks, Karen Leavy/Swindell

. If any ad;ixtional information is needed please contact Karen
(308-6237) .

* % % DATA PACKAGE EVALUATION #* » «x
No evaluation is written for this data package
* % * ADDITIONAL DATA PACKAGES FOR THIS SUBMISSION * * »*

Dp BC BRANCH/SECTION DATE OUT DUE BACK INS CSF LABEL
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

WASHINGTON, D.C. 20480

AUG 1 4 2002

OFFICE OF
PREVENTION, PESTICIOES
AND TOXIC SUBSTANCES

Mr. William Goodwine
Janessen Pharmaceutica, Ing,
11215 Trenton-Harbourton Road
Titusvitle, N 08560

Subject: ECONEA Technical
EPA File Symbol 43818-ET

Your Application Dated April 12th, 2002
EPA Received Date May 274, 2002

The application referred to above, submitted in connection with registration under the Federal
Insecticide, Fungicide, and Rodenticide Act (FIFRA), as amended, is unacceptable for the
following reasons:

Upon the conducting a new chemical screen on, ECONEA, the following deficiencies have
been determined.

CHEMISTRY

The following studies were missing from the initial submission of data to support the chemical
screen.

a) 830.6317 Storage and Stability Study- 1t was stated that the technical is stable for five years.
The Agency is requesting a study to support this claim.

b) 830.6320 Corrosion Characteristics Study- The product information sheet states that the
chemical is non-corrosive, The Agency is requesting a study to support this claim.

TOXICITY

The bridging data arc insufficient to support the claims that the insecticide action of
chlorfenapyr
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is due to uncoupling of oxidative phosphorylation by the CL 303268 metabolite of chlorfenappyr.
Therefore, the toxicology data for chlorfenapyr cannot be used to support hazard identification
for the metabolite.

These are the issues that need (o be addressed by the company before EPA can initiate any
type of formal review of this data by the agency.

1) There are no data by the company to show that the CL 303268 metabolite is actually
insecticidal by the proposed mode of action.

2) There arc no submitted data the this metabolite ALONE is responsible for this mode
of action (there are at least 5 metabolites of chlorfenapyr in mammalian studies sub-

3) There is no proof that any of the other metabolites of chlorfenapyr may or may not also
work by this mode of action.

4) The disposition of the CL 303268 metabolite ay be quite different when administered
directly compared to disposition of this metabolite when parent chemical is administered.
The spectrum of toxicity of the metabolite may thus also be different.

5) Conduct of an acute oral toxicity study and a preliminary 28 day toxicity study with the CL
303268 metabolite is insufficient to make any claims supporting the mode of action,

Normally, to support toxicity claims between a parent chemical and a metabolite of that
chemical, bridging data are submitted as one aspect of the data needed. The Office of Pesticide
Programs requests a 90-day oral toxicity study, a developmental toxicity study, and at least one
mutagenicity study as bridging data. These studies must be conducted according to the OPPTS
harmonized test guidelines, Series 870. These data are necessary to determine if the spectrum
of toxicity is the same between the parent chemical and the metabolite and to ger a reasonable
idea of the relative potency of the toxicity of the compounds.

ECOLOGICAL EFFECTS

The submitted studies appear to be adequate for review and have passed the new chemical
screen. However, pore water studies and avian reproductive studies may be requested once the
data from the required studies are reviewed. These studies are reserved based on the findings
from Tier Il environmental studies.

ENVIRONMENTAL FATE

The submitted studies appear to be adequate for review and have passed the new chemical
screen.

353




EXPOSURE

Human Exposure data requirements for MPs are not impeded by the Agency. However, the
draft product labeling provided for ECONEA Technical is incomplete. Provide detailed infor-
* mation on the industrial mixing, loading and application processes, and any post-application
worker (by stander) tasks anticipated when using this MP to formulate antifoulant paint end-

use products.
Refer to the following human exposure data guidelines to develop this needed information:
GLN 875.1700 & 875.2700 Product Use Information
GLN 875.2800 Description of Human Activity

The findings of the actual review will not be complete without a full battery of toxicity
data.

A complete copy of all the science memos are enclosed for your records.

The product mentioned above has failed the new chemical screen. The data will not be put
into review until the above discrepancies have been clarified.

If you have any questions conceming this lefter, please contact Karen M. Leavy-Munk at
(703)-308-6237.

Sincerely,

y ' 7z
%JL »;M

Mafshall Swindell

Product Manager 33

Regulatory Management Branch I
Antimicrobial Division(7510C})
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L CHEMICAL NAME/PESTICIDE CHEMICAL CODE (PCC)
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’ Provide PCC for Active Ingredient(s)
Provide PCC for Dye
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. B. INGREDIENT INFORMATION:
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t *Once completed, this form may be entitled to treatment as CBI under sectlon 10 of FIFRA. If so, a red FIF]
CBI cover should be affixed to the request form and the document handied accogdiuelv.
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Chem, Name: Chem, Name:
Trade Nsme: Trade Name:
CAS Reg, Nou: CAS Reg. Noz

C. PESTICIDE PRODUCT INFORMATION:

EPA Reg. No/File Symbol: 7 PmduetNameeé % 2 égég its /
Registrant: D4 JLev 21l e Food-Use Pesticide: (J YES (] NO

Percent in Formutation (For Fragrance/Dyes onty):

INFORMATION REPORTED:

Ingredienl No, 1: Ingredient No. 2:
P(:c:&red HEed3 PaG ».
TOL. STATUS: __ . TOL. STATUS:
O'I'HER INF.: iz NS, ~24—% OTHER INF= -
Ingmdunt No. 3z A . v Ingredient No.
PCC:: . L. PCC
TOL. STA'NJS. . TOL. STATUS: -~ - .-
OTKER INTw - OTHER INF.:

*Once completed, thls form may be entitled to treatment as CBI under section 10 of FIFRA. If so, a red FIF)

CBI cover should be affixed to the request form and the dasuminas 32t = 361




S — i ORI ' b

18822 2222220312223 32 00802 d22222dd2tsdgtddq

NEV CHEMICAL/FIRST FOOD USR SCREEN
I L T e

L. PILE SYMBOL/REG NO.(I8B). _ 51433/ S —Fr  "' .-

2. TOLRRANCE PRTITION NO. (RSB):i ...

4. PRATICIDR CHEMICAL A //7;0?;5
5. PRODUCT NaME (I8B) __SLOM LA Techjeaf
5. Mg B3 . 7. PM TEAM REVIEWER (P8).

8 Y RECBIPT (18B). __ é"/ai/pﬂr’

CNpiea
& R .

TRANSMISSION TO PM (ISB)- 5
~ (XPA Raceipt Date pius 3 Gy

1. DATE OF TRANSMISSION TO HRD/EFRD/RSE (PM) ;
' : (P Receipt Date plus S days)

. BED/RFRD/RSB DUE DATE FOR COMPLRTION OF SCREEN
{H2D/RVYRD uuipt

plus 10 days)

3. HED/R¥ED/RSB REVIEWERS: - '
HRD s .

‘ EFRDs
T8, ‘ REB
RD/RSK .
4. MED/EFRD/RSB COMPLETION DATE (HED) (BFED) (¥8B)

$. SUBNISSION BARCODE (XM)

REGISTRANT PHONE CONTACT INFORMATION (PM)
DATE OF CONTACT
PERSON CONTACTED

TITLE
DECISION & COMMENTS

+

EJ PASSED

D m:.m

mﬁiﬁﬁﬁiﬁ%‘i“




CHEMICAL NAME/PESTICIDE CHEMICAL CODE (PCC)

‘ D : : REQUEST FORM’
' ‘ L i “'p)-—"‘DD- 2
. REQUESTOR NAME: an« %Mw/ . REQUEST DATE:S .57 2~
TEL:Q23) 505 =576l fORG.:_2L52 /=508 ROOM:ZZo— MAIL CODE:_ 7she ¢ s
7 Ak /5EC.

CSF ACHED:
YES If CSF is attached complete Item A and the chemical name in Item B.
QNo If CSF is not attached complete Items A through C.

A, INFORMATION REQUIRED:
o/ Chask Applinable Colagacy
{] Provide PCC and Tolerance Exemption Status For Food-Use Inert Ingredient(s)
Provide PCC for Non-Food Use Inert Ingredient (s)
Provide PCC for Active Ingredient(s)
Provide PCC for Dye
(3 Determine if Fragrance is Acceptable for'Use In Formulation

‘ (] Other (Describe):
o B. INGREDIENT INFORMATION:
Ingredient No. 1: Ingredient No, 2:
Chem. Nanez & rnegg 3=-C4 y_’%gﬁ, tr;_-,/ Chiem, Name:
m Trade Name:
CAS Reg, Nos m&ﬁ A9 =% CAS Reg. No.:
Ingredlent No. 3: Ingredient No. 4:
Chem, Name: Chem. Name:
‘ Trade Names Trade Name:

CAS Reg. Noa: CAS Reg. Noa

. C. PESTICIDE PRODUCT INFORMATION:

EPA Reg. No/File Symbol: ~&ET ProductName: E ngl_/éf 2 Ecéﬂ;cg /
Registrant: sig oSl en < Food.Use Pesticide: ) YES (3 NO

Percent in Formulation {For Fragrance/Dyes only):

INFORMATION REPORTED:
Ingredient No. 1: Ingredient No, 2;
PCC: 1{20:93 PCC: .
TOL. STATUS: . - : TOL. STATUS:
OTBER IN!-‘.: 8. ~24r— % OTHER INF.:
inp‘edknt No. 3 S gndzent No 4:
PCC: . -
TOL. STATUS: ..

OTHER INF.: -

“Once completed, this form may be entitied to treatment as CBI under section 10 of FIFRA. If 50, a red FIF)
CBI cover should be affixed to the request form and the dasnreans Lo - = 363




- ’ ©
T L 2 2 T 1132333328833 2232223331232132223232232023

NEW CHEMICAL/¥IRST FOOD USR SCRBEN
kkkhksddthbestit kit bdbtababtaatt bttt dddd

1.

3.
a. vt -
4. PESTICIDE CHEMICAL CODR.(RSB). _ - //9?&2,5

5. PRODUCT NAMB (18B) _ LLONEA echidicaf
6. OM (188) -2 . 9. DM TEAM REVIEWER(M)._
a..xm oy RRCBIPT (zsn) ’

1. DATE OF 'rmmssxon ™ m/sm/m (m !
= (P Recedpt Date plus § days)

2. HED/BYED/RSE DUER DATE FOR COMPLETION OF 8

3. HED/EYED/RSB nsvmwmsz . -
HED v : : RPED:
T8 REB

RD/R8D | | .
4. HBD/BFED/RSB COMPLETION DATE (HED) (R¥ED) (RgB)
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o C. PESTICIDE PRODUCT INFORMATION:

EPA Reg. NoJFlle Symbol: ~&£T ProductName: el
Registrant: wg~LS ew Food-Use Pesticide: {1 YES {1 NO

Percent in Formalation (For Fragrance/Dyes only):

INFORMATION REPORTED:

Togredient No. I: ' Ingredient No, 2:

TOL. STATUS: : TOL. STATUS: -

OTHER INF.& Q0 2.4 ) OTHER INF.: 5
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CHEMICAL NAME/PESTICIDE CHEMICAL CODE (PCC)
. REQUEST FORM’

e 2027 I\
. .
REQUESTOR NAME: a»« %544-\,/ - REQUEST DATE:{ /.57 f2-

TEL:Q03) 325 -5 76/ FORG.:_ILSp [x5(8 ROOMZZs MAIL CODE:_ 7Sh ¢

TR /36

CSFATTACHED:
YES If CSF is attached complete Item A and the chemical nome in Item B.
Qg NO Il CSF is not attached complete Items A through C.

A. INFORMATION REQUIRED:
/Chuk Appliedle Lategary
{J Provide PCC and Tolerance Exemption Status For Food-Use Inert Ingredieni(s)
Provide PCC for Non-Food Use Inert Ingredient (s)
Provide PCC for Active Ingredient(s)

Provide PCC for Dye
O Determine if Fragrance is Acceptable for'Use in Formulation
3 Other (Describe):
B. INGREDIENT INFORMATION:
Ingredient No. 1: Ingredient No. 2

c) Chem. Name:

Chers. Name: /

Ml -
Dogederchionzoc: X Trade Name;
CAS Reg, No.: Ms? ~ A9 =9 CAS Reg, No.
Ingredient No. 3: Ingredient No. 4:
Chem. Name: Chem. Name:
Trade Name: Trade Name:
CAS Reg. Nos CAS Reg. Nou

C. PESTICIDE PRODUCT INFORMATION:

EPA Reg, NoJFlle Symbol: 23%5 ~£T ProductName: EQA/H Techaica/
Registrant: @) Cew Food-Use Pesticide: [} YES [} NO

Perceat in Formulation (For Fmgﬂncefbyes only):

INFORMATION REFORTED:

Ingredient No. 1 Ingredient No. 2:
PCC: ~ 2093 PCC:
TOL.STATUS: o - - ~ TOL. STATUS:
OTHER INY.: @, —2&-0 OTHER INF..

: I"W"’“"“‘S‘ SR : ) Ingredient No. 4:
poc:: . - _PCC:

TOL. STATUS: .._ " : . : TOL. STATUS: :
OTHERINF: OTHERINF:-
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pm__ 33

EPA COMPANY NUMBER Y2 z/g -EF

EPA REGISTRATION NUMBER
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Notla REFS __

“‘-Tu" CITED PRODUCT STATUS Active_______  Cancelled
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5/08/2002

JANSSEN PHARMACEUTICA, INC., PLANT/MATERIAL PROTECTION erIcE OF
1125 TRENTON-HARBOURTON ROAD PREVEgT'DN PE;\;?CD?SS AND
TITUSVILLE, N§ 08560 TOKC SUB

PRODUCT NAME: ECONEA TECHNICAL

COMPANY NAME: JANSSEN PHARMACEUTICA, INC.
OPP IDENTIFICATION NUMBER: 294604

EPA FILE SYMBOL: 43813-ET

EPA RECEIPT DATE: 5/2/02

SUBJECT: RECEIPT OF APPLICATION FOR A NEW REGISTRATION

DEAR REGISTRANT:

The Office of Pesticides Programs has received your application for a new registration
and it has passed an administrative screen for completeness.

Please note that this is only a notification of receipt of your application. This is only the first step
in the application process, and does NOT constitute approval,

If you have any questions, please contact Marshall Swindell at 703-308-6341.
Sincerely,

Front End Processing Staff
Information Services Branch
Information Resources & Services Division

Intamel Addreas (URL) « hitp /www epa gov 370
RecyclodiRecycisblo « Prnted with Vogetable Oit Bazed Inks on Racycind Papar tMinimum 50% Posieonsumaer conteat]




} / F r '. JANSSEN PHARMACEUTICA INC,

Apnt 25, 2002

Mr. Marshall Swindel!

Product Manager Team 33

U.8. Environmental Protection Agency
Office of Pesticide Programs
Antimicrobial Division (7510W)
Regulatory Management Branch [i
1921 Jefferson Davis Highway
Arlington, VA 22202-4501

SUBJECT. ECONEA™ Technical {Janssen Code No. R107894)
Application for Registration
Antimicrobiat Division Priority Review to Replace TBTO by 2003

Dear Mr. Swindel!:

Janssen Pharmaceutica inc. is making an application for the registration of ECONEA™
Technical for formulation of antifouling treatment products under the general use
pattern of aquatic non-crop. The USEPA Antimicrobial Division has indicated to the
ACC Biocides Panel that TBTQ replacement products for anti-fouling use would be
given a priority for AD resources for expedited review.

0 Janssen is coordinating this submission with the submission by Sigma Coatings USA
B.V. for end-use antifouling paints under the NEXXIUM™ brand of coatings. The
regulatory contact for Sigma is Mr. Mike Winter [1-800-221-7978 {x247)].

The following administrative documents {1 copy) are provided:

Document ECONEA Technical
Application for Pesticide Registration
Confidential Statement of Formula (CSF)
Certification with Respect {o Citation of Data {Form
8570-34)
Data Support Matrices - Selective Method of Support
(Form 8570-35)
Letters of Authorization for ECONEA & NEXXIUM from
BASF Corporation
Specimen Label (6 copies)

1A

x| x| x| x|xix

“ a3

1125 TRENTON-HARBOURTON ROAD
POST OFFICE 8OX 200
TITUSVILLE. \NEW JERSEY OBE6D.0200
W9 730-2000
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A certification statement from inveresk Research, dated April 17, 2002, is attached to
this transmittal letter indicating that the pH of the test solution for the primary eye
irritation study is < 2, Consistent with Agency guidelines, this study was not performed,
and the technical active substance was categorized as corrosive to eyes for labeling.

Studies submitted by reference to the BASF Corporation file (see Letler of
Authorization) for EPA Registration No. 241-366 include:

Study Type MRID
Acute oral toxicity for AC 303,268 (R107894) 43492824
Acute oral toxicity for metabolite CL. 322,250 43452826
Acute oral toxicity for metabolite CL 325,195 434082827
Freshwater fish LCS0 (Biuegill) for metabolite CL 325,195 44452617
Acute LC50 freshwater invertebrate for metabolite CL 325,195 | 44452618
Avian oral LD50 for AC303268 (R1078394) — Maliard Duck 43402808
Avian oral LD50 for metabolite CL 325,195 — Mallard Duck 44452612

Avian oral LD50 for AC303268 (R107894) — Bobwhite Quail 43492809

Avian oral LD50 for metabolite CL325,195 — Bobwhite Quaii 44452611

All subchronic & chronic toxicology, mutagenicity and See attached BASF
metabolism studies data matnx for product
registration 241-366

Data Evaluation Records {(DERs) have been submitted for all studies submitted by
reference to assist the Anti-Microbial Division in their review.

Supporting data included in the ECONEA application are comprised of three (3) copies
each of the following reports:

PRODUCT CHEMISTRY (40 CFR 158.155, 160, 162, 167, 170, 175, 180, 190)

Volume 1 Preliminary Analysis and Certification of Ingredient Limits forthe . ..
Technical Grade of AC 303268, Report No. APBR 1212, February 7; -
2002, BASF, OPPTS Draft Guideline 830.1550, 830.1700 & 830.1750:

MRID

Page 2 0136,2




Volume 2

Voiume 3

Volume 4

Volume §

Volume 6

Volume 7

Product Chemistry Data Requirements for the Manufacturing-Use
Product, Technical AC 303268: OPPTS 830.1600, “Description of
Materals Used to Produce Product” and OPPTS 830.1620, “Descnption
of Product Process, Report No. P-363.01, January 22, 2001, BASF,
OPPTS Draft Guideline 830.1600 & 830.1620.

MRID

Product Chemistry Data Requirements for the Manufacturing-Use
Product, Technical AC 303.268: OPPTS 830.1670, “Description of the
Formation of impurities”, Report No. P-364.01, February 5, 2002, BASF,
OPPTS Draft Guideline 830.1670.

MRID

Validation of the ion Chromatographic Method M-3417.01 to Assay for
Triethylamine (TEA) in the CL 303268 Technical Grade Active Ingredient
(TGAI), Report No. APBR 1130, November 3, 2000, BASF, OPPTS Draft
Guideline Reference 830.1700.

MRID

Validation of HRGC Method M-3467.01 to Assay for CL 312264 and CL
322697 in the Technical Grade of AC 303268, Report No. APBR 1153,
February 27, 2001, BASF, OPPTS Draft Guideline Reference 830.1700

MRID

Validation of High Performance Liquid Chromatographic Method M-
3397.03 to Assay for the Minor Components in CL 303268 Technical
Grade Active ingredient, Report No. APBR 1129, January 30, 2001,
BASF, OPPTS Draft Guideline Reference 830.1700.

MRID

Validation of the High Performance Liquid Chromatographic Method M-
3408 to Assay for CL 303268 in the Technical Grade Active Ingredient
(TGAI), Report No. APBR 1109, March 28, 2002, BASF, OPPTS Dfaﬁ
Guideline Reference 830.1700 & 830.1800. e

MRID T

fffff

Page 3 O{BL?S




Volume 8

Volume §

R107894: Determination of the Physico-Chemical Properties (pH, pKa,
and EC Tests A4, A6 and AB), Report No. 1073/41-D2141 (Janssen
Report No. AGR00301}, January 2001, Covance Laboratories Lid.,
OPPTS Draft Guideline Reference Series 63 (158.190).

MRID

R107894: Determination of Physico-Chemical Properties, Report No.
1073/48-D2149 (Janssen Report No, AGR0O0351), July 2001, Covance
Laboratories Ltd, OPPTS Draft Guideline Reference Senes 63 (158.190).

MRID

ENVIRONMENTAL FATE (40 CFR 158.290)

Volume 10

Volume 11

Volume 12

Voilume 13

Volume 14

Determination of the Hydrolytic Stability of [14C}-R107894, Report No. -
15348, December 22, 1997, Inveresk Research, Date Requirement 161-1.

MRID

Supplement to Hydrolytic Stability Report No, 15348-identification of
Hydrolytic Degradation Products of [14C}-R107894, Report No. 15365,
December 17, 1997, Inveresk Research, Data Requirement 161-1.

MRID

The Anaerobic Degradation of {14C}-R107884 in Two Water/Sediment
Systerns, Report No. 17832, January 12, 2000, Inveresk Research, Data
Requirement 162-3.

MRID

The Aerobic Degradation of {14C}-R107894 in Two Water/Sediment
Systerns, Report No. 16787, February 15, 1899, Inveresk Research, Data
Requirement 162-4.

MRID

Supplement to Report No. 16787-The Aerobic Degradation of R1078%4 in
Two Water/Sediment Systems, Report No. 17802, October 18. 1993,
Inveresk Research, Data Requirement 162-4.

MRID

Page 4 of ?74




Volume 15

Volume 16

Volume 17

Adsorption/Desorption of [14C}-R107894 in Sediments, Report No.
158715, April 7, 1998, Inveresk Research, Data Requirement 163-1.

MRID

Adsorption/Desorption of the Hydrolysis Products of [14C}-R107894 in
Sediments, Report No, 16693, January 22, 1999, Inveresk Research,
Data Requirement 163-1,

MRID

Justification for waiver to conduct soil leaching studies with R107894
based on existing data and pesticide assessment guidance, Report No.
13751-6131, December 13, 2001, Springborn Laboratories, inc.,
Guideline Reference 163-1.

MRID

TOXICOLOGY (40 CFR 158.340)

ACUTE TOXICOLOGY

Volume 18

Volume 19

Volume 20

Volume 21

R107894 Technical Acute Oral Toxicity (Fixed Dose Procedure) Test in
Rats, Report No. 19839, Janssen Report No. AGR308, November 20,
2001, inveresk Research, OPPTS Draft Guideline 870.1100.

MRID

R107894 Technical Acute Dermal Toxicity (LD50) Test in Rats, Report
No. 19836, Janssen Report No. AGR307, November 20, 2001, Inveresk
Research, OPPTS Draft Gutideline 870.1200.

MRID

R107894 Technical Acute Inhalation Toxicity Study in Rats, Report No.
19794 (Report Amendment), October 12, 2001, Inveresk Research,
OPPTS Draft Guideline 870.1300. .

MRID

R107894 Technical Acute Dermal lrritation Test in Rabbits, Report No,
20682, Janssen Report No. AGR306, January 11, 2002, naaresk
Research, OPPTS Draft Guideline 870.2500. ”

MRID

Page § 05’;‘?5




Voiume 22

Volume 23

R107894 Technical Buehler Test in Guinea Pigs for Delayed Skin
Sensitization Potentiai, Report No. 20973, Janssen Report No. AGR304,
January 17, 2002, Inveresk Research, OPPTS Draft Guideline 870.2600.

MRID

Data Evaiuation Reports issued to BASF Corporation and Cited by
Janssen Pharmaceutica Inc, for Acute Oral Toxicity for AC303,630
{R107894), and metaboiites CL 322,250 & CL 325,195, Guideline 81-1

MRID

SUBCHRONIC TOXICITY

Volume 24 Rationale for Bridging Toxicology Database of Chlorfenapyr and R107894

(CL303268) and Data Evaiuation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
82-1 (870.3100), 82-1a (870.3150), 82-1b (870.3150), 82-2 (870-3200),
82-7 (870.6200), Subchronic Toxicity.

MRID

CHRONIC TOXICITY
Volume 25 Rationale for Bridging Toxicoiogy Database of Chlorfenapyr and R107894

(CL303268) and Data Evaiuation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
83-1b (870.4100), 83-3a (870.3700), 83-3b (870.3700), 83-4 (870.3800),
83-5 (870.4300), Chronic Toxicity.

MRiD

MUTAGENICITY
Voiume 26 Rationale for Bridging Toxicology Database of Chlorfenapyr and R107884

(CL303268) and Data Evaluation Reports issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Senes
84-2 (870.5100), 84-2 (870.5300), 84-2 (870.5375), 84-2 (870. 5395),

(870.5550), Mutagenicity.
MRID

Page & 0!&676




METABOLISM

Volume 27

Rationale for Bridging Toxicology Database of Chlorfenapyr and R107894
(CL303268) and Data Evaluation Reports Issued to BASF Corporation
and Cited in Toxicity Discussions on AC 303630 and AC 303268, Series
85-1 (870.7485), Metabolism.

MRID

ECO-TOXICITY (40 CFR 158.490)

Parent Compound R10783%4

Volume 28

Volume 29

Volume 30

Volume 31

Volume 32

Acute toxicity of R107894 technical fish, Oncorhynchus mykiss, Report
No. WE-03-220, (Janssen Rpt. No. AGR 296), January 9, 2002, LISEC,
OPPTS Draft Guideline 850.1075.

MRID

Acute toxicity of R107894 technical for fish, Lepomis macrochirus, Report
No. WE-03-227, (Janssen Rpt. No. AGR 294), April 15, 2002, LISEC,
OPPTS Draft Guideline No. 850.1075

MRID

R107894-Acute Toxicity to Sheepshead Minnow (Cyprinodon vaniegatus)
Under Flow-Through Conditions, Repoit No. 13751.6119 (Janssen Rpt.
No. AGR 368}, October 16, 2001, Springbomn Laboratories, OPPTS Draft
Guideline 850.1075.

MRID

Acute toxicity of R107894 technical for Daphnia magna, Report No. WE-
01-250 (Janssen Rpt. No. AGR 298), December 10, 2001, LISEC, OPPTS
Draft Guideline 850.1010

MRID

R107884-Acute Toxicity to Eastern Oysters (Crassostrea virgiaica) Under
Flow-Through Conditions, Report No. 13751.6120 (Janssen Rpt. Na. AGR
365), December 3, 2001, Springborn Labs, OPPTS Draft Guideline
850.1025. .

D -

MRID I

Page 7 of L&
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Volume 33

Volume 34

Volume 35

Volume 36

Volume 37

Volume 38

Volume 39

R107894-Acute Toxicity to Mysids (Americamysis bahia} Under Flow-
Through Conditions, Report No. 13751.6118 (Janssen Rpt. No. AGR
371), October 18, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1035.

MRID

R107894-Early Life-Stage Toxicity Test with Sheepshead Minnow
{Cyprinodon variegatus), Report No. 13751.6128 (Janssen Rpt. No. AGR
383), November 6, 2001, Springborn Labs, OPPTS Draft Guideline
850.1400

MRID

Daphnia magna reproduction test of R107894 technical, Report No. WE-
02-051, (Janssen Rpt. No. AGR 292), April 15, 2002, LISEC, OPPTS
Draft Guideline 850.1300

MRID

R107894-Life-Cycle Toxicity Test with Mysids (Americamysis bahia),
Report No. 13751.6107 (Janssen Rpt. No. AGR336), July 9, 2001,
Springborn Laboratories, OPPTS Draft Guideline 850.1350

MRID

R107894-Toxicity to Amphipods (Hyalella azteca) During a 10-Day
Sediment Exposure, Report No. 13751.61056 (Janssen Rpt. No. AGR
340), July 5, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1735.

MRiD

R107894-Toxicity to Manne Amphipods (Leptocheirus plumuiosus) During
a 10-Day Sediment Exposure, Report No. 13751.6106 (Janssen Rpt. No.
AGR 332), July 8, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1740.

MRID . i:i

Data Evaluation Reports Issued to BASF Comporation and Cited by
Janssen Pharmaceutica Inc. for Satisfying Avian LD50 Data
Requirements for Maliard Ducks and Bobwhite Quail for AC393,630
(R107894 and Metabolite Cl. 325,195}, Guideline 71-1

PR

MRID

Page 80of 16




Metabolite CL 325,195

Volume 40  Acute toxicity of CL 325,195 for fish, Oncorhynchus mykiss, Report No.
WE-03-219, (Janssen Rpt. No, AGR 296), January 9, 2002, LISEC,
OPPTS Draft Guideline 850.1075.

MRID

Voiume 41 CL 325,195 - Acute Toxicity to Sheepshead Minnow (Cyprinodon
variegatus) Under Flow-Through Conditions, Report No. 13751.6125
(Janssen Rpt. No. AGR 366), December 10, 2001, Springbom
Laboratories, OPPTS Draft Guideline 850.1075.

MRID

Volume 42 CL.325,195-Acute Toxicity to Eastem Oysters (Crassostrea virginica)
Under Fiow-Through Conditions, Report No. 13751.6126 (Janssen Rpt.
No. AGR3863), December 13, 2001, Springbom Laboratones, OPPTS
Draft Guideline 850.1025.

MRID

Voiume 43 CL.325,195-Acute Toxicity to Mysids (Americamysis bahia) Under Flow-
Through Conditions, Report No. 13751.6124 {Janssen Rpt. No. AGR
369), November 20, 2001, Springbom Laboratories, FIFRA Guideline
Reference Number 72-3, OPPTS Draft Guideline 850.1035.

MRID

Volume 44  Fish, Early-life Stage Toxicity Test of CL 325,195 (Danio rerio), Report No.
WE-05-003 {Janssen Rpt. No. AGR 280), February 22, 2002, LISEC,
OPPTS Draft Guideline 850.1400.

MRID

Volume 45 CL 325,195-Early Life-Stage Toxicity Test with Sheepshead Minnow
(Cyprinodon variegatus), Report No. 13751.6130 (Janssen Rpt. No. ,
AGR384), December 13, 2001, Springborn lL.aboratories, OPPTS Dralt
Guideline 850.1400 ‘

MRID

PR N
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Volume 46

Volume 47

Volume 48

Volume 49

Daphnia magna reproduction test of Cl. 325,195, Report No. WE-02-050
(Janssen Rpt. No. AGR292), February 15, 2002, LISEC, OPPTS Draft
Guideline 850.1300

MRID

CL 325,195-Toxicity to Amphipods (Hyalelfa azteca) During a 10-Day
Sediment Exposure, Report No. 13751.6116 {Janssen Rpt. No. AGR
343), October 16, 2001, Springbom Laboratories, OPPTS Draft Guideline
850.1735.

MRID

Cl. 325,195-Toxicity to Marine Amphipods {Leptocheirus plumulosus)
During a 10-Day Sediment Exposure, Report No. 13751.6117 (Janssen
Rpt. No. AGR 335), October 18, 2001, Springbom Laboratories, OPPTS
Draft Guideline 850.1740.

MRID

Data Evaluation Reports Issued to BASF Corporation and Cited by
Janssen Pharmaceutica Inc. for Satisfying Aquatic Acute LC50 Toxicity
Data Requiremnents for Bluegill and Daphnia magna for Metabolite
CL325,195, Guideline 72-1 & 72-2

MRID

Metabolite CL 322,250

Volume 50

Volume 51

Acute toxicity of CL 322,250 for fish, Oncorhynchus mykiss, Report No.
WE-03-221 (Janssen Rpt. No. 296}, January 9, 2002, LISEC, OPPTS
Draft Guideline 850.1075.

" MRID

Acute toxicity of Ci. 322,250 for fish, Lepomis macrochirus, Report No.
WE-03-228 (Janssen Rpt. No. AGR284), February 15, 2002, LISEC.
OPPTS Draft Guideline 850.1075 :

MRID

Page 10016
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Volume 52 CL. 322,250 - Acute Toxicity o Sheepshead Minnow (Cyprinodon
variegatus) Under Flow-Through Conditions, Report No. 13751.6122
{Janssen Rpt. No. AGR 367), October 23, 2001, Springborn Laboratones,
OPPTS Draft Guideline 850.1075.

MRID

Volume 53  Acute toxicity of Cl. 322,250 for Daphnia magna, Report No. WE-01-251
(Janssen Rpt. No. AGR 298), December 7, 2001, LISEC, OPPTS Drait
Guideline 850.1010

MRID

Volume 54 CL322,250-Acute Toxicity to Eastern Oysters (Crassostrea virginica)
Under Flow-Through Conditions, Report No. 13751.6123 {(Janssen Rpt.
No. AGR 364), December 10, 2001, Springborn Laboratonies, OPPTS
Draft Guideline 850.1025.

MRID

Volume 55 CL 322,250 - Acute Toxicity to Mysids (Americamysis bahia) Under Flow-
Through Conditions, Report No. 13751.6121 (Janssen Rpt. No. AGR
370), October 16, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1035.

MRID

Volume 56 Fish, Early-life Stage Toxicity Test of CL. 322,250 {Danio rerio}, Raport No.
WE-05-005 (Janssen Report No. AGR 280), February 22, 2002, LISEC,
OPPTS Draft Guideline 850.1400.

MRID

Volume 57  Cl. 322,250-Early Life-Stage Toxicity Test with Sheepshead Minnow
(Cypninodon variegatus), Report No. 137561.6129 (Janssen Rpt. No. AGR
385), November 8, 2001, Springborn Laboratories, OPPTS Draft o
Guideline 850.1400

MRID

[ )
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Volume 58

Volume 58

Volume 60

Daphnia magna reproduction test of CL 322,250, Report No, WE-02-052,
(Janssen Rpt. No. AGR 292), April 15, 2002, LISEC, OPPTS Draft
Guideline 850.1300

MRID

CL 322,250-Toxicity to Amphipods (Hyalella azateca) During a 10-Day
Sediment Exposure, Report No. 13751.6109 {Janssen Rpt. No. AGR
341), October 16, 2001, Springbom Laboratories, OPPTS Draft Guideline
850.1735.

MRID

CL 322,250 - Toxicity to Marine Amphipods {Lepiocheirus plumulosus)
Dunng a 10-Day Sediment Exposure, Report No, 13751.6110 (Janssen
Rpt. No. AGR 333), October 18, 2001, Springborn L.aboratories, OPPTS
Draft Guideline 850.1740.

MRID

Metabolite CL 322,248

Volume 61

Volume 62

Volume 63

Acute toxicity of CL 322,248 for fish, Oncorhynchus mykiss, Report No.
WE-03-223, (Janssen Rpt. No. AGR296), December 10, 2001, LISEC,
OPPTS Draft Guideline 850.1075

MRID

Acute toxicity of CL 322,248 for fish, Lepomis machrochirus, Report No.
WE-03-229, (Janssen Rpt. No. AGR294), February 15, 2002, LISEC,
OPPTS Draft Guideline 850.1075

MRID

Acute toxicity of CL. 322,248 for Daphnia magna, Report No. WE-01-263,
{(Janssen Rpt. No. AGR 298), April 15, 2002, LISEC, OPPTS Draft -* -
Guideline 850.1010 s

MRID R

Page 12 0%%2




Volume 64

Volume 65

Volume 66

Daphnia magna reproduction test of CL 322,248, Report No. WE-02-054
(Janssen Rpt. No. AGR 292}, February 15, 2002, LISEC, OPPTS Draft
Guideline 850.1300

MRID

CL 322,248 - Toxicity to Amphipods {Hyalella azateca) During a 10-Day
Sediment Exposure, Report No. 13751.6112 (Janssen Rpt. No. AGR
342}, October 11, 2001, Springborn Laboratories, OPPTS Draft Guideline
850.1735.

MRID

CL 322,248-Toxicity to Marine Amphipods {Lepfochelrus plumuiosus)
During a 10-Day Sediment Exposure, Report No. 13751.6113 (Janssen
Rpt. No. AGR 334), October 11, 2001, Springbom Laboratories, OPPTS
Draft Guideline 850.1740.

MRID

PLANT PROTECTION/NONTARGET PLANTS (40 CFR 158.540)

Volume 67

Volume 68

Volume 69

Parent Compound R107884

R107894-Determination of Effects on Seedling Emergence of Rice {Oryza
sativa), Report No. 13751.6127 (Janssen Rpt. No. AGR362), October 23,
2001, Springbom Labs, OPPTS Draft Guidelines 850.4100 and 850.4225.

MRID

R107894-Toxicity to Duckweed, Lemna gibba, Report No. 13751.6104,
(Janssen Rpt. No. AGR 337), April 24, 2001,Springbom Laboratories,
OPPTS Draft Guideline 850.4400.

MRID

Alga, growth inhibition test effect of R107894 technical on the growtl: uf
Raphidocelis subcapitata, Report No, WE-06-261 {Janssen Rpt. No. AGR
300}, February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400. ’

MRID
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Volume 70  Alga, growth inhibition test effect of R107894 technical on the growth of
Skeletonema costatum, Report No. WE-06-270 {Janssen Rpt. No. AGR
307), Aprit 15, 2002, LISEC, OPPTS Draft Guideline 850.5400

MRID

Metabolite CL 325,195

Volume 71 CL 325,195 - Toxicity to Duckweed, Lemna gibba, Report No. 13751.6115
(Janssen Rpt. No. AGR 344), October 23, 2001, Springborn Laboratories,
OPPTS Draft Guideline 850.4400.

MRID

Volume 72  Alga, growth inhibition test effect of CL 325,195 on the growth of
Raphidocelis subcapitata, Report No. WE-08-260, (Janssen Rpt. No.
AGR 300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

MRID

Volume 73  Alga, growth inhibition test effect of CL 325,195 on the growth of
Skeletonema costatum, Report No. WE-06-269,(Janssen Rpt. No. AGR
308), February 15, 2002, LISEC, OPPTS Draft Guideline 850.5400

MRID

Metabolite CL 322,250

Volume 74 CL 322,250-Toxicity to Duckweed, Lemna gibba, Report No. 13751.6108
{(Janssen Rpt. No. AGR 338), October 12, 2001, Springbom Laboratories,
OPPTS Draft Guideline 850.4400.

MRID

Volume 75  Alga, growth inhibition test effect of CL 322,250 on the growth of
' Raphidocelis subcapitata, Report No. WE-06-262 (Janssen Report No.
AGR 300), February 22, 2002, LISEC, OPPTS Draft Guideline 850.5400.

LN

MRID

Volume 76  Alga, growth inhibition test effect of CL 322,250 on the griwth bf
Skeletonema costatum, Report No. WE-06-271, (Janssen Rpt. No. 300},
February 15, 2002, LISEC, OPPTS Data Guideline 850.5400 -

&+

MRID |
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Metabolite CL 322,248

Volume 77 CL 322,248 - Toxicity to Duckweed, Lemna gibba Report No. 13751.6111
{Janssen Rpt. No. AGR 339), October 23, 2001, Springbem Laboratories,
OPPTS Draft Guideline 850.4400.

MRID

Volume 78  Alga, growth inhibition test effect of CL 322,248 on the growth of
Raphidocelis subcapitata, Report No. WE-06-266 (Janssen Rpt. No. AGR
300), February 22, 2002, LISEC, OPPTS Data Guideline §50.5400.

MRID

Volume 79  Alga, growth inhibition test effect of CL 322,248 on the growth of
Skeletonema costatum, Report No. WE-06-272, (Janssen Rpt. No. AGR

® 309), February 15, 2002, LISEC, OPPTS Draft Guideline 850.5400
MRID
QCCUPATIONAL EXPOSURE

Volume 80 Screening level occupational exposure assessments for R107894
{CL303268) as an anti-foulant in paint applied to underwater huils, EXP
Project No. 47101, EXP Report No. 02001, January 11, 2002, EXP
Corporation, OPPTS Draft Guideiline Seres 875.

MRID

Please consider assigning priority review status o this action since it satisfies the

. criteria as a TBTO replacement for anti-fouling use; TBTO will no longer be allowed by
the intemational Maritime Organization (IMO) after 2003. The USEPA Antimicrobial
Division has identified TBTO anti-fouling repiacement products as a prionity for receiving
a high levei of EPA resources in 2002-03 work plan.

Please contact me directly on any matters relating to this registration application. 1can
be reached by phone at 609-730-2607.

Sincerely,

2 ~ e

William R. Goodwine
Director -
Plant & Material Protection Division

[
*
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o United Stotes _ v Heglstration OPP identifier Number
WEPA Environmental Protection Agency Amendment
Warhington. DC 20480 Other ‘Q ?‘[L é 0 éé
Application for Pesticide - Section |
1. Company/Product Numbaer 2. EPA Product Managor &, Proposed Clacsification
43813-£7 Marshall Swindell NoM D Restricied
4. Company/Product (Name| PM#
ECONEA Technical 33

8. Name ond Address of Applicant finclude ZiP Code)

Janssen Pharmaceutica inc. Plant/Material Protection

1125 Trenton-Harbourton Read, EPA Reg. No.

6. Expedited Revaiw. In accordance with FIFRA Section 3{c}(3}
{b){i}, my praduct is simitar or identical in composition and labeling
to:

Titusville, NJ 08560
Chack if this is 8 new address

Product Name
Section - il

e e e s S

Final printed lsbets in repsonse to

I:] Amendment « Explein below.
Agency lettar datad

D "Me Too™ Applicetion.
D Other - Explein balow.

Reasubmisoion In raoponse to Agency fetter deted

Notilicetlon - Explain betow.

Explariation: Use sddhione! pegais] if nocessery. IFor sectian | and Section I}

4. Typed Name

Wiliiam R. Goodwine April 12, 2002

Section - il

1, Materisl This Product Wi 8s Packaged In:
Child-Resistent Packeging | Unit Peckeging Waier Solubla Packnaging 2. Type of Conteinar

I ' Yos l | Yos I I Yes Motal

Plastic
No No v Ne [ Glose
D " You" Ne. per H "Yon" No. p Paper

mm’” must Unit Peckaging wgt,  containsr Packege wgt contmmr ¥ | Other (Specifys___ Fibar drum

brnitted ! . T
3. Lacetion of Net Contants Information 4, Size{s} Reteil Contsiner $. Locetion of Label Oirections

. v
V' Labal [ | container 110 ibs (50 kg) ] On tabel
6. Manner in Which Label is Atfiixed to Product Lithograph [1 other
. Papor 'Fued
Stencilad
Section - IV
1. Contsct Point JComplete items directly below for identification of sndividual to be contacted, if y. to pr thix mppiication.)
Name Title Tstaphone Ns.:(zr;czwu Area Code)
Witiam R, Goodwine Diractor GOQ-TM-ZGOI. .os
Certification veones |8 Usts Abplication

I cartify that the stelomsnte | have made on thiz form end aif ettechmente thereto ere trus, sccurets end cvplBted ".’fy.‘"d

| acknowladge that any knowlingiy falsa or misteading stetemamt mey be punishabie by fine or hwﬂmmp‘qr. . * . o Smpad)

Doth under epplcabls fow. . .
2. Signature 3. Title sotoe T
%‘ 2: . f Zz = ’ DI T .

- ooen
S, Date rees

EPA Form 8570-1 {Rev. 3-84) Previous sditions are cbsolete. White - EPA FRe Copy {originel)

Volow Rghcans Copy
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EPA Form 8570-1 [Rov. 3-94) Provicus editions sra obsclote.

P United States ¥ | Registration OPP identifier Kumber
wEm Environmental Protection Agency Amendment ? ‘?‘ é ﬁ
Application for Pesticide - Section |
t. Company/Product Rurmmber 2. EPA Product Manager 3. Ptepased Clessification
13-
43813 Marshall Swindell Nome D Rostricted
4. Company/Product (Nams! PM#
ECONEA Tachnical 33
5. Nemu ond Addrass ol Applicant finclude 2P Code) 6. Expedited Raveiw. in accordance with FIFRA Section 3(c}{3)
Janssen Pharmaceutica Inc.,PlantMaterial Protection | (ilil. my preduct is similar or identical in composition and fabeling
1125 Trenton-Harbourton Road, B
s EPA Reg. No.
Titusville, NJ 08560 9- 7o
D Cheack if this /s & nasw address Product Name
—— —— SR
Section - |
I:] Amsendment - Expiein below, Finel pintad labe!s In repsonse to
Agancy lotter dated
Rosubmission [n respones to Agoncy lettar datod D “Me Too" Application,
Notification « Explain below. D Other - Explain bslow.
Explanation: Usa additional pagata) il nacessary. (For seotion t and Section 1)
Section - #l
1. Mststlal Thie Produet Will Be Packsged n;
Chiki-Rasistent Peckaging |} Unit Peckaging Woetar Sofubla Packaging 2, Type of Container
Yos - You ] Yae Matal
Plestic
Ne No No Glass
H“Yes" No. par I “ Yas* No. per Papor
mm must | Unit Packaging wot. nom':inet Packags wqt contiimr v | Othar {Spacity) Fiber drem
itted
}
3. Location of Nat Contenta Inlormetion 4. Sizets} Rutail Container E. Location of Labei Directions
[V Labes [ | contsiner 110 ths {50 kg) On tabet
8.M } hich Labael {8 Affixed to Product . {Lithi
anner In Which Labe ixed to ue [ o I%‘.‘pg?"ﬂ'.'a D Other
Stonciled
Saction - IV
1. Contact Poimt {Camplate items diractly below for identification of individual to be cortectad, if n Y, 16 py this application.)
Nsme Titie Telephone NC.dingilte Area Code)
William R, Goodwine Diractor B09-730-2607 ¢ soe
L & w
Certification seeses 8. Datg Application
1 cartify that the stetamante | have made on this form end ell attechmanta thersto ere true, sccureto snd cum!;u: Rpeglyed
I acknowlsdge that any knowlingily fales or mislending statement mey be punishable by fine or imprisonmentiaree o ‘e d&impcd}
both under applicable law. R “ee* ‘e o
e o .
2. Signetur - 3. Title ML AN ° o
‘. senen ™
W L. A socrons pectr
» (112
v 2 3 ®eove
4. Typed Neme 6. Date e o
William R. Goodwine Aprii 12, 2002 AT
Votaw Robicunt Copy

White - EPA File Copy foriginal




o Y Unitod States Rgg[smﬂon OPP Kontifier Number
vEm Environmental Protection Agency Amendment
Washington, DC 20460 ’ Other 294604
Application for Pasticide - Saction |
1. Companwy/Produst Number 2. EPA Produot Manager 3. Proposed Classification
4. Company/Product (Neme) PMS D"‘"" D Rostrioted
5. Neme and Address of Applioent finciude ZiP Codel 8. Expedited Review. in sccordance FIFRA Saction 3{c}(3)
{b}(i}, my product is similer or identical in composition and labaling
to:
_ EPA Reg. No.
DM#’ME:WM Product Name '
Section ~ i
D Amendment - Expiain beiow, Final printed in respones to
Agsnoy dated
Resubmission in response 10 Agenay (stter deted ' D “Me Too™ on.
Notification - Bxplain balow. D Other, < Explsin bslow.

Explanation: Use additionsl pagels} if nocsesary. {For seotion | Segtion IL.}

Section \ﬂ

1. Matesial This Product Wikl Bs Packaged In: /
Child-Resistant Packaging | Unit Packaging Wator Soluble p 2. Typs of Contalner
Yos* B Yes Metel
Plastio
No No Glows
i Yes" 0. pof "Yu Paper
m must Unit Packeging wqt. /)‘onuimr Pookege wit oomdnﬂ' Other {Spacify)
i "
3. Locstion of Met Contents Information 4. Sizo{s) Roteil Contsiner 8. LocMion of Label Dirsctions
Label
D Label D Contsiner Labeiing acoompanying product
6. Mannar in Which Label is Atfixed to 744«« Lithograph L] other N\
Peper glued
Stenciled X
Section - IV \
1. Contact Point {Complato items dizectly below for identification of individusl to ba contsotad, ¥ n Y. to pr A 2 this apphivation
Nome Tide Telsphons No. {includs Ares Coda}
Cartification 8, Dato Applicotion
I oortify that the etatemaents ) have made on this form end alf ottachmants thereto ere truo, sccurato snd complots, Recelvad
I scknowledgs that #ny knowingly fslse or misleading statemant may ba punishebis by fine or imprisonmant or {Stampad}
both undsr applicablo law.
2. Signature 3, Titde
4. Typod Name 5. Dote

EPA Form 8570-1 [Rav. 8-94) Previour editions ora obsciate. White - EPA Flle Copy (wriginad) Ycﬁw!- %pliunt Copy




PAPERWORK REDUCTION ACT NOTICE snd INSTRUCTIONS

PAPERWORK REDUCTION ACT NOTICE: Public reporting burdon for thia coliection of information is astimated to svatoge 0.85 hout par
respones, including time for roviswing instructioss, ssarching axisting dete scurces, gathering and maintaining tha dets nesadsd, and complsting and
taviowing the collsotion of information, Sonx- oorwwants regording the burdon astimats ¢r sny other sapeot of this oolisction of informatlon, including
euggestions for reducing this burdsn, to Chief, information Policy Branoh, 121384, 1.8, Envitonmantal Protaction Agency, 401 M Strest, SW,
Waahington, BC 20460:

INSTRUCTIONS: This formis to bo used for ali spglications for new regietretion, end weo tsregistration, smondment, resubmixsion, to spplications
for notifiostions, finad printed isbeling. reregistration, etc. In order to process an spplication for 8 new registration submitted on this form, the
following motsriei must mcoompany the sppiisation:

1. Certification with Respact to Citation of Date (EPA Form B570-28). lif not sxamptod by 40 CFR 152,61 () 14));
4. Confidential Staternant of Formula {EPA Form 8570-4i;

3. Formwlator's Exemption Statemmvant (EPA Form 8670-27)

4, Five coples of draft labeling:

5. Thres oopies of any dsta submitted;

8, Authorization latter where sppiloabls;

7. Mastricss where spplicsble,

Submission of Labsling - Labsling should first be submitted ins the form of diaft iabale with all spplioations for new registration. Such desft isbels mey be
in the farm of typed iabel text on 8.8 x 11 inch paper for submission or ¢ mockup of the proposed inbel. i prapsrad for mockup, i should ba
ocnstructad jn & way e to facilitate storage in en 8.5 x 11 inch file. Mockup (sbels significentiy ematiar than 8.5 x 1 1 lnches should be mountsd on 8.5

x 11 inch paper for submission,
Submission of Data - Data submittad in support of this applicetion must bs submitted In accordenos with PR Motios 88-5. o

SPECIFIC INSTRUCTIONS: Flaszas tsad the instructions iicted below befors oomplating this applicetion. First detemmine the typs of registrstion
sction, Keted In Biock A, for which you are submitling this epplicotion. For applications submitted in connoction with New Registration sctions, Ssctions
1, ill, and iV must ba compisted by tha sppilcant. For applications submitted in connection with amended reragistration mations, resubmissions,
notificetions, rsregistrations, otc., Soctions |, fi, end IV must bo complsted by the applicent,

Biook A ~ Check the npproprists sotion for which you ors submitting this form,

SECTION | - This section must bs compieted, as epplicabls, for ali registration sotions,

1. Company/froduct Numbes - Insart your Company Number, if ono has boen assigned by EPA. This numbor may have besn gesignod to you ss a
besic registrant, o digtributor, or as en sstablishmant. i your produst is rogistarad, inaert the Product Number.

2. EPA Product Mansger - if knowa, fill in the nama and PM numbar of the EPA Product Manager.

3. Proposad Ciassification - Spagify the propousd clossificetion of this product.

4, Product Name - Entor the oompiste produst nemae of this pesticide as it will appaar on the isbol. Tha nomo mwist be specifia to this produst only,
Duplicetion of nomes ie not permitted among producta of the same sompany. Do not inzlude any brand neme of company line cesignetions.

5. Nama and Addrese of Applicant - The nama of the firm or porson and sddrass shown in your appiication ia the person or finm to whom the
ragistration will be issued. if you are scting in bahalf of encther party, you must submit authorizetion from that party to sct for them in registration
mettars. An epplicant not reelding in the United States must have an authorized agent residing in the United States tv sct fof themnin ol
ragistration mattars, Tho name end oorrgiato mailing sdrdress of suoh en ogent must scoompany this epplication.

8. Expedited Review - FIFRA section 3 (<) 3 {B) provides for oxpadited reviaw of spplicetions for tegletration, or amandmsants to oxsting regiuteati
thet sre similar or identical 1o other pasticids produote thet ars ourrently repistarsd with the EPA, in order for your epplication to bs sligiblo fo
expadited review, you must provids us with the EPA Ragistrotion Number snd product name of the product you believe io similsr to or identica! to
your product. The product must be similer or ifantical in both formaulstion end isbalad uses.

SECTION [ - This saction must ba compistad for slf spplications aubmitted to smend ths registration only of 8 curreatiy registsred produst

jAmandment|, for 8 resubmission in respones t6 on Agency latter, for notifications to the Agancy, for the submission of final printed lsbeding, for

retoginteation and for sny other action that pertsins to e gnecific EFA-reqistored prodyct. This seation is ot 1o by used for 8 new spplication for

registration.

1. Subjact of submission - Chack the sppiicablu block and provido tha Agoncy lettor date if appropriete. Provide s dbrist sxplanation of the purpossisi
for the submission, such as "ths sddition of » sita, past ot orep {spacify™; "amend the Confidential Statement of Formuls by..."; "utoysmnon
submission®; "ganaral inbol revision of ues direotions.” Attech s oapsrats pegs if additional epaca is nesdad.

SECTION HI (Peckaging end Container information) - This Section must ba complatsd for sif sppfostions subimitted in connestion with new
rsgistration or agplisable emendments.
1. Type of Packaging -~ Chack the spproprints block if your product will be packeged in the indicated packeging types,
indicate the size of the individual peckets snd number par tatal contsiner,
2. Type of Ratall Container - indicata typs of oontainar in which preduot will be markstad.
3. Location of Nat Contents - indicate the iocation of the net centanta information for your produat.
4. Bhs(s) of Retall Contelnmr - Specify the net contents of ol retsil oontalnars for your product.
6. Location of Uss Directions - Indicats the icostion of the use diroctions for your product,
8. Mannaer in which labet lo sffixad %0 preduct - indiceted the mathod praduct label is sttsched to retall comainsy,

SECTION [V (Contact Paint] - This Seation must be comploted for all epplications for Rogistrotion sctions, 1.0., new products registretion,
ressbmission, "me-loo,” reragietretion, etc.

1-8. Salf-axplenatory.
8. EPA Uas Only.




United Statas Registratlun OPP Identifier Number

o '
m Environmental Protection Agency A
hd Wasigion 56 70480, Amendment | 294604

Application for Paesticide - Section i
1. Company/Produot Numbaer 2. EPA Produgt Manager 3. Proposed Classificstion

4, Company/Produnt {Name) PMZ D " D Reatrioted

5. Name and Address of Applicant finokude 217 Codal 8. Expeadited Review. In accordence w&h FiFRA Saction 3ic)i3]
t {b)4}, my product Is similar or idmdcd #n composition and labsting
1__"_ to.

3 ;
R EPA Reg. No. ’.f'

DM'M&'WW \‘ Product Name
N Saction - I} o

N

D Amendmant - Expiain beiow, \ Final printed labsis in respones to
= Agenay istter dated

i Rosubmiesion in respanss to Agenay lettsr M““"—\T‘“— D *Me Yoo" Applicstion,

W Notifsation - Expiain below. \ [[] oter<Expisin beiow.

Soction - Hi
1. Mateitel This Product Will Be Pecksged In; N
Child-Resistant Packeging | Unit Packaging | Water Solutle Pu&;&{ 2, Typa of Comtsiner

Yos® Yos s Yos , Motai
: No Ne ,' No L \ Glass
' H*Y " o. por "Yed" : - No.per Peper
m MUSE | Unit Packaging wet., ,»d:mtdml Packege wyt ~  contelner \ | L] Other tBpocity
. Z-. Ve
/1 | L

3. Locetion of Net Contents Informatian /| 4. Sizsls} Roteit Containsr 5,':1-06 : ot Label Dirsctons
f \On Labsl

D Labei D Conteines if’) L % Labaling sccompenying produoct
y TR~ P—
&, Manner i Which Labal ls Atfixed to Pioduct Lithagraph Other N
./ Paper g‘w“‘ X
4 stenc 5
Sectlon - IV K
1. Contact Point {Compilete itarns dirsctly below for identificetion of individual to be contactad, i Y, 10 pt thiy nppkoation

Name Title Yelophone No. {inciudo Area Codoe)

Certification 8. Dets Application

) certity that the stetements [ have medo on this form and ail attaciwnents thareto sre trus, scourate and sompliste. Reseived
1 acknowisdge that any knowingly faies or mislesding stetemant mey ba puninhsbis by fine or imprisonmant or {Stamped}
both undor sppiicatia law,

2. S(gnature 3. Vit

4, Typed Nameo §. Dats

EPA Form W_;o-‘l {Rev. B-83) Previous sditions ara obeoiste. Whits - EPA Filo Copy {osiginal) Yaﬂow%t Copy




PAPERWORK REDUCTION ACT NOTICE and INSTRUCTIONS

PAPERWORK REDUCTION ACT NOTICE: #ublic reporting burden for thio collection of information is sotimated to overage 0.85 heur per
reaponse, including tima for reviswing instructions, saarching oxisting dota sources, gothsring ond maintaining the deto nesded, and completing ond
reviswing the cofisction of information. Send commonts regarding tha burdon estimate or sny other sapact of this collocton of information, inchiding
auggestiona for raducing this burden, 1o Chisf, informétion Policy Branoh, 12136), U.S. Environmantal Protection Agency, 401 M Streat, W,
Washington, DC 20460,

{NSTRUCTIONS: This form in to be used for all applicstions for naw ragistration, snd use rsregistration, emendrment, resubminsion, to applicetions
for notifinotions, final printed iabeling, rerogistretion, otc. in order 1o process sn applicetion for & new registrotion submittad on this form, the
following materisl must sccompeny the applisation:

1. Certificstion with Respact to Cltstion of Date IEPA Formn B570-29). [If not sxempied by 40 CFR 152,61 ) 14));

2. Confidential Statemant of Forrmuds {EPA Form BS70-44;

3. Formwistor's Exemnption Stetsrnent JEPA Form 8570-27);

4, Flva copien of draft isbading;

5. Threa coples of any dats submitted;

8. Authorizstion letter where appiicably;

7. Msirices whato spplicebls.

Submission of Labaling - Labaling should first be submitted in tha form of draft isbels with o applications far naw ragistretion. Such draft inbsls may be
in the form of typed iabad toxt on 8.5 x 11 inch paper for submixzion or » mockup of the proposed label. if prepared for mookup, it shoukd be
ocnstructed in & way as to fecilitate storags in an 8.5 x 11 inch fils. Mockup labeis significandy smalisr than 8.5 x 11 inches should be meunted on 8.5
x 11 inch pspar for submission.

Submission of Dsts - Dats submitted in suppert of this appiication must be submitted in accordenco with PR Notics 86-5. .

SPECIFIC INSTRUCTIONS: Plenas road tho Instructions listed balow beforo completing thie appiication. First dotermine the typa of rsgistration
action, listed in Blook A, for which you are submitting thio sppiication. For spplications submitted in cannection with New Reglstration ectiona, Sections
i, lli, and IV must be compinted by the epplicant. For applicetions submitted in connacticn with amendad rerogistration setions, resubmisrions,
notifications, reregistrations, ote,, Soctions |, li, end IV must be complotad by tha eppiicont.

Block A - Chack the appropriste action for which you are submitting this form.

SECTION 1 - this seotion must be complatad, as sppiicabis, for ail rogintrotion sctions,

1, Company/Product Number - insert your Commpony Numbor, it ons hax heon ossigned by EPA. This numbor may hova boon asvigned toyou as o
basic registrant, a distributor, or st on ostablishmaent. if your product is ragisterad, ineart tho Product Numbar,

2. EPA Product Mansger - If known, fill in the nams end PM numbor of the EPA Product Manager.

3. Proposad Clessificstion - Spocify the proposad classification of this produot,

4. Product Nsma - Entsr the oompiste product name of this pestickio as it will appear on the isbiel. The name must bo specifio to this Produst oaty.
Dugheation of nomes is not parmitted among products of the seme compeny. Do not inotude eny brand namse or company line dealgnations,

5. Namae and Address of Agplicant ~ The name of the firm or parson end addrass shown in your applicetion io the psreon or firm to whom tha
registzation wiii be lssusd. f you ere ooting in behaif of another party, you must submit suthofizstion from that perty to sot for them in registration
mstters, An spplicant not rasiding in the United Stotes must have an authorized agant rosiding In the United Statos to sct for them in sl
rogiateation mattars. The namd and oompiste mailing address of such sn sgont mugt sccompany this epplicstion.

6. Expedited Review - FIFRA saction 3 (o) 3 IB) providos for sxpeditad reviow of spplicstions for regintration, or amendments to existing mgimoz‘:,l

that sre similar or identical 1o other pastcids produots that ero ourrsntly registered with the EPA. in order for your spplicetion to be eligibla fol
axpedited raview, you must provids us with the EPA Registretion Numbor nd product narne of the product you belteve is simiisr to or Identicat
your product, The product must be wimilar or identical In both formulotion and labeled usse.

SECTION I - This ssction must be sompisted for aff sppliostions subimitted 10 amend the rapistestion only of s ourrently ragistered produst

{Amandmaent], for » resubmission in responss to sn Agency lettsr, for notifications to the Agency, for the submission of finst printed labsling, for

rersgistration and for sny othor action that partains o s apecific EPA-registerad product. This saotion is not 1o bp used for & new application for

ragistration,

1, Subject of submission - Cheok the spplicebla block and provide the Agoncy isttor dets if sppropriots. Provids » brisf oxplanation of the purpossis]
for the submission, such a8 "the addition of » site, post or crop {specifyl™: "emand the Confidentisl Staterment of Formula by...*; "reregintration
eubmission”; "penaral isbet revisicn of use ditections.” Attach a seporote pags If sdditionsl epace is needed.

SECTION IH (Packaging and Container Information} - This Section must be completed for i epplcetions submitted in oonNection with new
registration ot spplisabls amendments.
1. Type of Packaging - Chack the sppropriste biock if your product wil ba poeksged in the indicated packeging typss.
Indicats the #izs of tha Individual packets and number par feteil oonteinor.
2. Type of Retall Contalner - indicsts type of aonteiner in which produst will bs merkoted.
3. Locaton of Nat Contents - indicate the location of tha nst contsnis information for your produat,
4, Shsis) of Retall Containar - Spacify the net oontents of alf retail contalnaers for your preduot,
B. Location of Use Diractions ~ indicats the icostion of tha use directiona for your produot.
8, Manner in which lebel is affixsd to produat - indicatod the meathod product isbel s ettachad to reted contsiner.

SECTION IV IContact Point) - This Soction must ba compioted for sl spplicetions for Registration sctions, i.a., naw products regiotration,
resubmission, “mw-too,” reregistration, sto.

1-5. Seif-wxplanatory.
€. EPA Uss Oniy.




e) UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
{ 401 M Strost, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notlce: The public repoiting burden for this coflection of inlormation is estimeled to avetage 1.25 hours per response for meglatration
and 0.25 hours per responae for reregiotration and spacial review activiles, including Bme for reading the instructiona and complsting the necessary forms, Send
ocomments regarding burden estimate or any other aspect of this collection of information, Including auggestions for reducing the burdan to: Director, CPPE
information Managameni Division (2137), L.S. Environmental Protection Agency, 40 f M Streel, SW., Washington, DC 20480.

Do notsend the complelnd form 10 this addmss.

Certification with Respect to Citation of Data

Applicants/Registrants Name, Addrass, and Telsphong Number EPA Ragistration Number/File Symbot

Jansgen Pharmaceutics, Plant/Material Prolection, 1128 Trenton-Harbourton Rd, THusvitle NJ 08568 | 43813-

Activa inaredient(s} andfor rapresantative test compound(s) Cate
Pyroie-3-casbonitile, 4-bromo-2-{p-chiorophenyl)-5-triftucromethyl) Alprit 12, 2002
Genworal Lise Pattemn(s) {ilst il those clalmed for this product usinn 40 CFR Part 158) Product Name

Agquatic Non-crop ECONEA Tachnicat

i NOTE: If your product is a 100% repackaging of another purchased EPA-egistered product lateled for all the sama usaa on your labst, you do nol reed to
{ submit this form, You musf subemit the Formutator's Exemption Staternent (EPA Form 8570-27).

t am reaponding to a Data-Call-in Notice, and have included with this forr a list of companles sent offers of compenmtlon (o Dala Mstix form should
be used for tis purpose).

SECTION i: METHOD OF DATA SUPPORT (Check one method only)

1 arn uskg the clis-all method of support, and have included with this fom 7 1am using the selsctive mathod of support (oF Cita-ak option

a fist of companies sent offers of compansation (the Data Matrix form undet the seloclive method), and have Includsd with thisforma

shouk be used for this purpose). complelad lis| ol data requirements (the Dats Mabix form must bn
used).

E

SECTION )): GENERAL OFFER TO PAY

[Required if using the cite-alt method of when using thae cite-al opilfon under the selective method to satisfy one or more data requirstnants)

I 1 1norety ofter and agree 1 pay compensation, ta other parsons, with regard to tha approvat o this application, to the axtent required by FIFRA.

SECTION ifi: CERTIFICATION

; 1 vertify Bat this application for reglatralion, this form for rereglstration, or this Dala-Cali-In response Is supported by all date submitted or cRed Inthe  §
Rlyopication for reglstration, tha fomm for reregisiration, of the Data-Call-In response. I addition, if the cite-alt option or cite-afl option under the selective mathodis §
i\ dicated in Sectlon 1, thia application is supported by all datz In the Agency's files that (1) concern the proparties o affects of this product or an identical or
§ subatantiafly similar produed, o one or mora of the Ingredients In this product; ard {2) is a type of data that wouid be required to be submitied undar the data i
mqulmmtsheﬁactmﬁmdahdappmddws appiicalion if the applicalion sought the initlat registration of a product of denfical or similar compositon and i

(LN ]
: 1 certify that for sach exchuzive Use sty cited in support of this registration or roregisiration, that | am the original data submitter Suigaté Keveoanod é
mowﬂﬂmpamlsslon of the original data submitter to cife that study. . tey H

i

; | cortify hast for each study clied in supporl of this regisimtion or reraglsiration that is not an exclusive use study, either: (8} 1 am !ho &iglnﬁl dala i
submﬂwr' {b} 1 hava oblained the permission of the original dala submitter to use the study in support of this opplication; {cgm:gmps of alighility for
i compensation have expired for the study; (d) the study is In the public Hiteratura; or (e) ! have notified In wiiting the companydhal submitted thestxdy and have :
offered (1) to pay compensation to the extent required by sactions 3{c){1XF} andlor 3(c)(2){(B) of FIFRA: and (ii) lo eomewwﬂons & datarphe tho
amwnland terms of compansation, f any, o be paidfor the use of ihe study. L ., .,

: | coriify that in all instancees where an offer of compansation is roquired, copies of ali offers to pay componaation 3Gt gnce o{MMWryh
E nccordenca with sections 3(c){1){F} and/or 3{cX2)(B} of FIFRA are availabla and will be submitied lo the Agancy upon requiat® Shouid 1 fall to plduce such
MdonmtoMAgonquponm& | understand thal the Agancy may Initista action to dany, cancel or suspend the rogish‘auonofmypmdcmhmﬂbm&yw%
{ FIFRA. s e

i 1 cartify that the statements 1 have mada on this form and aj) attachmants to ttare trua, accurate, and complste. 1ecknowhdevthm any
lmow{ngiy false or misieading statement may be punishabie by fine or {mprisonment or both undsr applicabie lew.

Vi

Signaiwo ) / /. - Date Typod or Printed Name and Tide
1 ‘ / (A% : " 077 Apnl 12,2002 Witlam R, Goadwine, Director

EPA Fo:m 8570-34 (9-97) Eimc and Paper vezsions avaﬂabio Submltonly Paper vamon
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‘BASF Corporation

Marshall Swindell, Team Leader April 10, 2002
PM Team 33 .

Reguiatory Management Branch 1

Antimicrobials Division

Office of Pesticides Programs

{.8. Environmental Protection Agency

Crystal Mall Building No. 2 Room 266A

1921 Jefferson Davis Highway

Arlington VA, 22202

Subject: Authorization for Janssen Pharmaceutica inc for ECONEA Technical
Dear Mr. Swindell

BASF hereby authorizes the Antimicrobial Division of the Office of Pesticide Programs to
reference all BASF owned data submitted to support chiorfenapyr, chemical number
129093. This authorization is limited to the support of the registration application for
ECONEA Technical, containing R107894 (Pyrrole-3-carbonotrile 4-bromo-2-(p-
chlorophenyl)-5-(trifluoromethyl), CAS # 122454-29-9. This Authorization is limited to the
purpose of formuiating antifouiant coatings.

Respectfully Submitted

f»ﬂﬁ@éﬁr

John J Arthur LS
Senior Manager Global Reguiatory Affairs. eens et

».0. Box 400, Princeton, New Jersay 08543-0500 Telephons (508) 716-2000 393




BASF Corporation

Marshall Swindell, Team Leader April 10, 2002
PM Team 33

Regulatory Management Branch 1

Antimicroblals Division

Office of Pesticides Programs

U.S. Environmental Protection Agency

Crystal Mall Building No. 2 Room 266A

1921 Jefferson Davis Highway

Adington VA, 22202

Subject: Authorization for Sigma Coatings USA NEXIUM products
Dear Mr. Swindell

BASF hereby authorizes the Antimicrobial Division of the Office of Pesticide Programs to
reference all BASF owned data submitted to support chlorfenapyr, chemical number
128093. This authorization is limited to the support of the registration applications by
Sigma Coatings USA for NEXXIUM brand antifouling paints , containing R107894 (Pyrrole-
3-carbonitrile,4-bromo-2-(p-chlorophenyl)-5-(trifluoromethyl), CAS # 122454-20-0,

Respectfully Submitted,

John J Arthur
Senior Manager Globa!l Regulatory Affairs.
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P.0. Box 400, Princeton, New Jarsey 08543-0400 Telephone {609} 716-2000 394




Tel:
Fax:

Email:

809/730-2607
609/730-2411

bgoodwin

janus.inj.com
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Qo2
17704 ‘02 WED 13:24 FAX 01875614355 Inveresk Research Ltd. B ‘#

P Inveresk Research

TRANANT Ei33 2Ng $COTLAND
TELEPHONE: +44 {8} 1075 614543

R107894 Technical
Acute Eya irritation Test In Rabbits
inveresk Projact No. 577507

The pH of wetted R107894 Tachnical was determined at inveresk Research as 1.
Current regulatory guldelines recommend that matariais which have a result of a pH of
’ less than 2 need not be tested owing to thelr probable corrosive proparties.

The above irritation test was therefore not conducted.

[Z Apcs Lol

Study Direftor
inveresk research
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Rav. 8.2002 11:88AM  JANSSEN IM NO. 624

PHARMACEUTICA INC.

JANSSEN

May 8, 2002

Mr. Marshal] Swindeli

Product Manager Team 33

U.8. Environmental Protection Agency
Office of Pesticide Programs
Antimicrabiai Division (7510W)
Raguiatory Management Branch |l
1921 Jsfterson Davis Highway
Arlington, VA 22202-4501

SUBJECT: ECONEA™ Technicai (Janssen Code No, R107834)
Application for Registration ~ Clarification of BASF Data Matrix
Antimicrobial Divislon Pricrity Review to Replaca TBTO by 2003

Daar Mr. Swindeii:

P.272

Janssen Pharmaceutica wouid like to confirm that we are using the selective method of

data support. As such, only pages 14 through 17 of the Chlorfenapyr Technical

Insecticide BASF data matrix are being submitted.

Sinceraly,

Bt Ldiow s

Wiiliam R. Goodwine

Director

Plant & Material Protection Division
Tel: 809/730-2807

Fax

Email:

1123 TRENTON-HARBOURTON ROAD
POST OPRICE BOX 200
TITUSVILLE, NEW JERSEY QASE0-0200
{808) 730-2000

upjansgen.cam
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Form Approved OMB No. 20700060

\ . UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
% 401 M Streat, SW.
WASHINGTON, D.C. 20460

Paporwork Reduction Act Notica: The public reporting burdan for this collection of information is estinated to avaraga 0.25 hours per responsa for regisiration activites and 0.25 hours per esponsa for eregistration
and special review activities, inchuding tme for reading the instructions and completing the necsssery forms, Send commants regarding the burden estimate or any other aspect of this coliection of ifomation, inchuding
suggestions for educing the burdsn t0; Diecior, OPPE Information Management Division (2137}, U.S. Environmenial Frotecion Agency, 401 M Street, S.W., Washington, DC 20460. Do not seivd the form to this

address.

DATA MATRIX
Date  May 31, 2001 EPA Reg No.fFiie Symbol  241-366 Pago t4 of 17
Applicants/Registrant's Name & Address Product
g?';::?&mgm ceton. NJ 08543-0400 Chlorfenapyr Technical Insecticide
Ingrediont: 4-bromp-2-{4-chioraphenyl}-1-(ethoxymethyl)-5-trifluoromethyi- tH-pyrrole-3-carbonitrile
CAS Reg. No. 122453-73-0

Guidetine Referonce Number Guldsilne Study m B MRID Numbeor Bt:l;:'iitter T T Sttus | Neto |
SERIES 870 HEALTH EFFECTS TEST GUIDELINES
870.1100 {81-1) Acuta oral toxicity (rat) 42770207, BASF Corporation OWN

42884201
870.1100 (81-1) Acuta oral toxicty (rat) - metaboiites 43402824 BASF Corporation OWN

43492825

43492626

43492827
870.1100 (81-1) Acute oral toxicity {mouse) 43492828 BASF Corporation OWN
870.1200 (81-2) Acute demmal toxicity 42776208 BASF Corporation OWN
B870.1300 (81-3) Acute inhalation toxicity: rat 42770209 BASF Corporation OWN
870.2400 (81-4) Acute eye imitation: rabbit 42770210 BASF Corporation OWN
870.2500 {81-5) Acute dermal irrtation: rabbik s » eee 42770211 BASF Corporation OWN

| 870.2600 (81-6) Skin sensitization o°s o°s o8 42770212 BASF Carporation OWN
SUBCHRONIC TOXICITY TEST GUIDEEINES
870.3100 {82-t{a)} 90-day oral toxiclt'y-l.l'l rodents. 1;8.1 . - 42770219 BASF Corporation OWN
870.3150 (82-1(a)) 90-day oral toxicityih r?d!ntf gwhs& M bt $3492630 BASF Corporation OWN
. o - '- L O‘ LN ] N . o : s »
Signature \ Name and Title Date
(:XQ,/Z’C& (,ﬂgg; E’c:)lgf‘e;ﬁ\ Chiarello S’/J/ he
EPA Fomm 8570-35 (9-97t Electronic and Paper versions avaliable. Submit onty Papear version. Agercy Internal use Copy
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@

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W,

WASHINGTON, D.C, 20460

Form Approved OMB No. 2070-0060

Paperwork Recuction Act Notice: The pubiic reporting burden for this coiection of information is estimated 10 averaga 0.25 hours Der responisa for mgestration activiies and 0.25 hours e response Jor retegistration
and spacial raview aciiviies, incixiing tima for reading the instructions and complating the recessary forms. Send comments regarding the burden estimata or any other aspect of his collection of information, Ncuting
supaesions for mducing the burden to: Director, OPPE Infommation Management Division (2137), 1U.S. Environmental Protoction Agency, 40t M Streat, S.W., Washington, DC 20460. Do not send the form 1o this
adtiress.

EPA Form 8570-35 (9-97) Electronic and Papser versions availabla. Subinil only Paper version,

DATA MATRIX
Bate  May 31, 2001 EPA Reg NoJFlla Symbol 241-366 Page I5 of 17
Applicant's/Registrant’s Neme & Address Product
?é; Cgﬁrag?{; coton, NJ 08543-0400 Chiorfenapyr Technical Insacticide
Ingredient: 4-bromo-2-{4-chlorophenyl)-1-{athoxymethyl}-S-trifluoromethyl-1H-pyrrole-3-carbonitrile
CAS Reg. No. 122453-73-0
Guldaline Reference Number Guldsline Sty Name MRID Numbar | Submitter Status Nots
870.3150 {82-1{b)) S0-day oral toxicity in nonrodants: dog 427710220 BASF Corporation QWN
870.3200 {82-2) 21/28-day darmat toxicity 43492831 BASF Comoration QOWN
43492832
870.3250 (82-3) 90-day darmal toxicity - NA7
870.3465 (82-4) 90~day inhalation toxicity ~ NA7
Pronatal developmantal toxlcity study
870.3700 ({83-3{a)) - rat 42770221; BASF Corporation OWN
42884202
870.3700 (83-3(b)} - rabbit 42770222 BASF Corporation OWN
870.3800 {834} Reproduction and fertility effects 43452835, BASF Comoration OWN
43492836
Chronic Texicity Test Guldelines
870.4300 (83.5) Combined Chronic Toxuatyfcwtunoénfc?té -rat | 43492837 | BASF Corporation OWN
870.4100 {83-1(b}) Chronic Toxicity - dog .ty 43492834 BASF Corporation QOWN
870.4300 {83-5) Combined Chronic Toxicity/carcinogenicity - 43452838 BASF Corporation OWN
molse aas . aak & "
Genetic Toxiclty, TesGa! ggllm's s e 2
Signature . . Name and Title Date
OB, el Dolores A, Chiarello S 20/00

Agency Intemal use Copy
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Form Approved OMB No. 2076-0060

\‘ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
2) 401 M Street, S.W.
WASHINGTON, [.C. 20460

wn.uummum ‘I'hawbﬂcmbuﬁmbrhbw&ecbonof%nmﬁonkmwhwbzshwmmmhmmmamo.ﬁmwmmm
and spocial review activities, including tine for reading the Instrucions arxd completing the necessary forms, Send comments regarding the burden estimata or any other aspect of Brs coliaction of nformation, incixding
suggastions for raducing the busden to: Dinsctor, OPPE irformation Managemant Division (2137), U.S, Envirorynental Protection Agancy, 401 M Strest, S.W, Washington, DC 20460. Do not send the form o this

address.

DATA MATRIX
Date  May 31, 2001 EPA Rog NoJFiie Symboi  241-366 Page i6 of 17
Applicant's/Registrant's Name & Address Produst
BASF Carporation . . L
P.0. Box 400, Princaton, NJ 08543-0400 Chigrfenapyr Technical insecticide
ingredient: 4-bromo-2-{4-chiorophenyi)-1-{ethoxymethyl}-S-trifluoromethyi-1H-pyrrole-3-carbonitrile
CAS Reg, No. 122453-73-0
%ﬂwﬁm
S B |
Guideline Reforence Number Guideiina Study Name MRiID Number { Submitter Status Note
870.5375 {84-2) In vitro Metaphase chromosomes from CHL Cells | 43492839 BASF Carporation OWN
870.5140 (84-2) Gene mulation, Ames test 42770223 BASF Carporation OWN
870.5140 (84-2) Gene mutation, Ames test — metabolites 43492840 BASF Corporation OWN
43492841
43492842
B70.5375 (84-2) Structurat chromosome aberration test 42770224, BASF Corporation OWN
43187601
870.5395 (84-2) In vivo mammatian chromosoms abetrration test — | 42770225 BASF Comoration OWN
mouse 43187602
870.5375 (84-2) in vitro mammalian chromosome aberration test | 43492843 BASF Carporation OWN
B870.5550 (84-4) Unscheduied DNA synihesis 42770226 BASF Comoeration OWN
870.6200 {81-8) Acute delayed neurctoxicity- rat 43492829, BASF Carparation OWN
a® 8 see 44067401
2% o' 44202801
¥ e 9 ¥ L 3
870.6200 (83-1) Dietary neurotox — rats * i 43492833 BASF Corporation OWN
Special Studies Tost Gutdallnas
870.7485 (85-1) Melaboiism and phmfacpkinetige 2°s ¢+ o] 13492844 BASF Corparation OWN
T ot v we »|nd202802
Signature 3 Name ang. Title Date
@é: > //é ; Dolores Chlarallo /
Oé_é) Product r ‘)’/? lyor
EPA Form 8570-35 (9-87} Electronic and Papsr versions avaiiabie. Submit only Papar version. Agency Irtemal use Copy
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; Form Approved OMB No. 2070-0060
@ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
g

401 M Street, SW,
WASHINGTON, D.C, 20460

Paperwork Reduction Ast Notice: The public reporting burtiav: for this colection of irformation & esimated o averaga 0.25 hours per esponss for registration actvities and Q.25 nours per respansa for reregisration
and special review activies, ncluding ime for reading the ingtnacbons and completing the nacessary fortns. Sand comments megarding the burden sstmata or any other aspect of tivs collaction of infomaton, ciuding
suggestions for reducing the burden &o: Director, OPPE Information Management Division (2137}, U.S. Environmental Protaction Agency, 401 M Sireet, S.W,, Washington, DC 20460. Do not send the form to this
KIS,

DATA MATRIX
Date May 31, 2001 EPA Reg No.JFils Symbol 241366 Page 17 of 17
Applicants/Reglstrant's Name & Address Product
BASF Corporation T ceal | tici
P.O. Box 400, Princeton, NJ 08543-0400 Chlorfenapyr Technical inseclicide

Ingradlent: 4-bromo-2-(4-chloraphenyl)-1-(ethoxymethyl)-5-trifiuoromethyl- 1H-pyrole-3-carbonitrile
CAS Reg. No. 122453.73-0

Guidsline Reforenca Number Guldeline Study Name MRID Number | Submitter Status Note
870.74885 (85-1} Matabolism and pharmacokinetics 43492834 BASF Corporation OWN
44202802

EXPOSURE TEST GUIDELINES

875.2100 (132-1) Foliar dissipation - transferable residues TF
875,2200 (132-1} Soil dissipation TF
875.2400 (133-3} Dermnal expasture TF
875.2500 {133-4) Inhalation exposure TF

NA - Not Applicable
NR — Not Required.
= Submutted to EPA chemical standards repository on 11/30/93.

H
? = Data not required because product contains no combustible liquids. See CFR 40 Part 158.190 footnote 6.
= AC 303630 is not an emulsifiable liquid. See 4QCFR Bart458.190 footnote 9.
* = Not required because product is not a liquid. Sct"'CFR20 Rt 158.190 footnote 8.
S = Not required because the technical is not a liquid i roem temperature. See 40 CFR Part 158.190 footnote 2.
¢ = No ionizable groups on molecule. Molecule does not dissociate.
? = Not mquired forthis use. o‘: q. ase - - -
® TF = BASF Corporation is 2 member of thc.Outfi)o: R.eside?iﬁél .ﬁxpoiy% 'Eas!& Force, the Agricultural Reentry Task Force, and the Spray Drift Task Force.
o s s 0 o o s e s
~ e o W
ores A, Chiare
Il ey Doorsa . Chiaety 5734 ey
EPA Form 8570-35 (S-57) Electronic and Papsr versions available. Submit onty Pager version. Agency Intemat use Copy

®
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UNITED STATES ERVIROMMENTAL PROTECTION AGERCY
401 M Street, S.W.
WASHINGTON, D.C. 20460

Form Approved OME No, 2070-0060

Paperwork Reduction Act Notice: Tha public reporting burdan for this collection of information Is estirmated o aversge 0.25 hours per reaponse for ragistration activiies and 0,25 hours per resporise for
reregisivation ard special review activities, including time for reading the instruttions and completing the nocessary forms. Send comments regarding the burdon estimate or any othat aspect of this collection of
information, induding suggestions for reducing the burden lo; Direcior, OPPE Information Management Division (2 137), U.S, Environmental Protaction Agency, 401 M Street, S.W., Washington, DC 20450, Do rot

send the form 1o this address.
DATA MATRIX
Dale Aprd 22, 2002 EPA Reg NoJFRe Symbot 43813 Pagat of 10
Applicants/Registrant’'s Nams & Address Product
Janssen Pharmaceutica, 1125 Trenton-Harbourton Road, Titusville, NJ 08560-0200 ECONEA Tachnical
Ingrediant  R107894 Product Chemistry
Suidekne Referencs Number Guidetine Study Name MRID Numbeas Submitter Status Nota
OPPTS Draft Guidaine 830.1550 Product identity and composition Janssen Pharmacsutica lnc. OWN
OPPTS Draft Guideline 830.1700 Prakiminary analysis Janssen Phammacautica inc. OWN
OPPTS Dbraft Guideline 830,1750 Cerldied Nmis Janssen Pharmaceutica inc. OWN
OPPTS Braft Guidelinag 830. 1600 Description of materials used to product the product Janssen Pharmaceutica inc. OWN
OPPTS Praft Guideline 830.1620 Dascription of production process Janssan Pharmacsutica Inc. OWN
OPPTS Draft Guideline 830.1670 Discussion of formation of lmpurities Janssen Pharmaceutica Inc. OWN
OPPTS Dratt Guideling 830.1700 Prefiminary anaysis 1 - impurities Janssen Pharmaceutica inc. OWN
OPFTS Dreft Guideline B30,1700 Praliminary analysis 2 - impusilies Janssen Phamaceutica Inc. OWN
OPPTS Draft Guiieling 830,1700 Prallminary analysis 3 - impurities Janssen Pharmacautica inc. OWN
QPPTS 830.1700 & 830.1800 Preliminary analysis + Enforcamant analytical mathod Janssen Pharmaceutica inc. OWN
OPPTS Draft Guidedine 63 (158.150) Physical and chemicail characteristics 1 e ® s weo Janssen Pharmaceutica Inc. OWN
. [ X ] e (]
OPPTS braft Guidaline 63 {158.180) | Physical and chemical charactenistics 2 E e 4y e Janssen Pharmaceutica Irc. OWN
see ne . ] 3
A B N F.1 A A S _ALlE
* * o [ * o » esle
- L ] L ) * o * - - .o o -
5. % ¢ @ ) ¢ O T AN
- - - - L X]
Signature Nama and Title Date
%/ 5}@%{/@@/ william R. Goodwine Apri| 22, 2002

EPA Form 8570-35 {9~97) Electronic and Paper versions avaiiable. Submit only Papei VATSIon.

Agency intermat Use Copy
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~n Form Approved OMB Na. 2070-D060
&; UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(../ 401 M Street, SW.

WASHINGTON, D.C, 20460

Paperwork Reduction Ast Notice: The public reporting burdan for this coltection of information Is estimated 1o average 0.25 howrs per response for registration activities and 0,25 hours per response for
reregisiration and special review acvities, inciuding time for reading the instructions arxi complating the necessery forms. Send comments regarding the burden eslimate or any other aspect of this collection of
information, including suggestions for reducing the burden lo: Direclor, OPPE Information Managemeni Division (2137}, U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 20460. Do not
send the form 1o this address.

DATA MATRIX
Dale April 22, 2002 EPA Reg No/Fila Symbal 43813 Pagat of 16
Applicant's/Registrant's Name & Address Product
Janasen Pharmaceutica, 1128 Trenton-Harbourton Road, Titusvile, NJ 08560-0200 ECONEA Tachnical
Ingrediont  R107834 Product Chemistry
Guidetne Refarenca Number Guicaline Study Name MRID Number Submitfer Status Nota
OPPTS Drafl Guideline 830.1550 Product identiy and composition Janssen Phsmacatica lne. OWN
OPPTS Draft Guideline 830, 1700 Preliminary anslysis Janssan Pharmacautica inc. OWN
OPPTS Drak Guidelina 830.1750 Certified imits Janssen Phanmaceutica ing. OWN
OPPTS Draft Guideline 830,1600 Description of matetials used to product the product Janssen Pharmacautica inc, OwWN
OPPTS Drah Guideline 830.162C Dascription of production process Janssen Pharmaceutica Ine, OWN
QPPTS Draft Guideline 830.1670 Discussion of formation of impuyities Jangsen Pharmaceutica inc. OWN
OPPTS Draft Guideiing 830.1700 Preliminary analysis 1 - knpurities Jansssn Pharmaceutica Inc. OWN
OPPTS Draft Guideiinea 830.1700 Prefiminary analysis 2 - impurities Janssen Fharmaceulica inc., OWN
OPPTS Drafl Guideline 830.1700 Praliminary anglysis 3 ~ impurities Janssen Pharmaceutica Inc, OWN
OPPTS 830.1700 £830.1800 Praliminary analysls + Enforcemant analytical mathod Janssan Pharmacsutica inc, OWN
OPPTS Draft Guidefine 63 (158, 190) Physical and chemical charactenstics 1 > . it Jansgen Phamaceutica ine. OWN
[ X 2 X3 [
OPPTS Draft Guidefine 63 (158.190) | Physical and chemical characteristics 2 - - Janssen Pharmaceutica Inc. OWN
see o sed o . 3
AN R Bt AR _ALE
¢ & . ¢ & [ ] sle
. - . & & = ¢ & & . o=
2.9 8 s L] . & e &l
3 [ [] [3 L3
Signalure . . Nama and Titla Date
m’" . Wfb{ William R. Goodwine Apeil 22, 2002
EPA Form 8570-35 {5-97) Electronic and Paper versions avaiiable. Submit only Papar version. Agency fnternal se Copy
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@'} UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\J 401 M Streot, S.W.

WASHINGTON, D.C. 20460

Form Approved OMB No. 2070-0060

Paparwork Reduction Act Notice: Tha public reporting burden for this collection of information is estimated to average .25 hours per response for reglstration activities and 0.25 hours per responsa for
reregisiration and special reviow activities, Including time for reading the instructions and complaling tha pecessary forms. Sand comments regarding the burden estimata or any other aspact of this collection of
information, including suggestions for reducing the burden to: Director, OPPE Information Managemart Division (2137}, U.S. Environmental Pralection Agency, 401 M Street, S.W., Washingion, DC 20460. Do not

seng the form to (his addrass,
DATA MATRIX
Date April 22, 2002 EPA Regg No/rie Symbol 43813 Page2 of 16
Applicant's/Registrant’s Name & Adidress Product
Janssen Phamaceutica, 1125 Trenton-Harbourion Road, Titusvile, NJ 085600200 ECONEA Technical
Ingredient  R107894 Environmentg! Fale
Guideline Raference Number Guideline Study Name MRID Number Submitier Status Note
QOPPTS Draft Guideline 161-1 Hydrotysis Janssen Pharmaceutica inc. OWN
OPPTS Draft Guideline 161-1 Hydrolysis supglement Janssen Pharmaceutica Inc. OWN
OPPTS Drafl Guidetine 162-3 Anaerobic squatic Janssen Pharmaceutica Inc, OWN
OPPTS Draft Guideline 1624 Aercbic aquatic Janssaen Pharmaceutica Inc. OWN
OPPTS Draft Guidelina 162.4 Asrobic aquatic supplemant Janssen Pharmaceutica tne. OWN
OPPTS Drafi Guiiaiine 163-1 Leaching and adsorption - Hydrolysis Janssen Pharmaceutica Inc. OWN
OPFTS Drafi Guideline 163-1 Hydrolysis . degradation products Janssan Pharmacautica Inc. OWN
OPFYS Drafl Guideiing 163-1 Leaching - waiver requast Janssen Pharmacsutica inc. OWN
L » Soh
[ 3. L ] k.3
aed X} -
»> o » *h
* & k4 -
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LE 1] L] L 1] L ] L ]
a r. 9 A A 2 .3 A A .3
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L d L] -« & & ° - - aa » L J
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Signature - . Name and Title Date
W,‘ z Wiliam R. Goodwing Apeil 22, 2002

EPA Form 8570-35 (3.07) Electionic and Paper versions avatable. SUbm only Paper version,

Agsncy liemal Use Copy
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Form Approved OMB No. 2070-0060

L) UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
k_,« 401 M Street, S.W.
WASHINGTON, D.C. 20460

Paparwork Reduction Act Notics: The pubtic reporting buvdsn for this collection of Information is astimated to avarage 0.25 hours per response for ragistration activities and 0.25 hours per response for
reregistration and speciai raview activities, IncRuding time for readiing the instructions and completing the necessary forms. Sand comments regsrding the burden estimata or any other aspect of this collection of

information, including suggestions for mducing the burden lo: Director, OPPE Infomation Management Division (2137), U.S. Environmental Protaction
send the form to this address.

Agency, 401 M Streat, S.W., Washington, DC 20460. Do not

DATA MATRIX
Date Apil 22, 2002 EPA Rog No/Fie Symbal 43813 Paga4 of 16
Applicant's/Registrant’s Name & Address Product
Janssen Pharmacautica, 1125 Trenlon-Harbourtor Road, Titusville, NJ 0B560-0200 ECONEA Technical
ngredieni R107894 Subchronic Toxicity
Guidgline Reference Number Guideline Study Name MRID Number Submitier Status Note
OPFPTS Guideline 870.3100 {82-1) 90 day orai toxicity in rodents 42770218 BASF EXC
OPPTS Guidaline 870.3150 {82-1a) 80 day oral loxicity in nonrodents 43492830 BASF EXC
OPPTS Guidaline 870.3150 {82-1b) S0 day oral loxlcity in nonrodents 42770220 BASF EXC
OPPTS Guideline 870.3200 (82-2) 21/28 day dermal toxicity 43492831 BASF EXC
OPPTS Guidsline 870.6200 (82-7) Neurolovicity screening battery 43492833 BASF EXC
L I J ¢ QoS
2_B [ 3 *
L 1 J o0 [
o o p ¢ »e
LI p ¢ »
] L Sl 3 A
0.: -.‘ [ X 1] -.. '.- l.
L L N » @ L n e
. - & & = . : - - : L :
- S e e e
Signature - -~ Name an Title Date
W ﬁ W/ wiliam R. Goodwine April 22, 2002

EPA Form 8570-35 (3-87) Elaclronic and Papar versions availabla. Subnit only Papar vession.

Agency intornai Use Copy
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s ' Form Approved OME No. 2670-0060
) UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\ v 401 M Street, SW.

WASHINGTON, D.C. 20450

Paperwork Reduction Act Notica: The public reporting burden for this collection of Information is estimated to avarage 0.25 hours per nesponse for registration activiies and 0.25 hours per response for
reregisiration and special review actvities, including time for reading the instructions and complating the necessary forms. Send comments regarding the burden estimate or any other aspec! of this collection of
Information, nchuding supgestions for reducing the burden to: Director, OPPE Information Mansgement Division (2137), U.5. Enviroremental Pratection Agency, 401 M Street, S.W., Washington, DC 20460. Do not
senx the form {0 this address.

DATA MATRIX
Date April 22, 2002 EPA Rag NoJFie Symbol 43813 Page3 of 16
Apphcant' s/Registrant's Name & Address Product
Janssan Phamaceutica, 1125 Trenton-Harbourton Road, Titusvilie, N 0856G-0200 ECOMNEA Technical
Ingrediant R107654 Acute Toxicology
Guliefne Raference Mumber Guideline Study Name MRID Number Submitter Stalus Nole
OPPTS Draft Guideline 870.110C Acute oral toxicity Janssen Pharmaceutica Inc. . OWN
OPETS Draft Guideline 870.1200 Acute darmal toxicity Janssan Pharmaceutica Inc. OWN
QPPTS Draft Guidetine 870.1300 Azute inhalation toxicily ' Janssan Pharmaceutica Inc. OWN
OFPTS Draft Guideting B70.2500 Agute domal Initation Janssen Pharmaceutica Inc. OWN
OPPTS Draft Guidefine 870.2600 Skin sensitization Janssan Pharmaceidtica Inc. OWN
QOPPTS Draft Guideling 61-1 Acute oral foxiclty 43492824 BASF EXC
QPPTS Draft Guideting §1-1 Acuta oral toxicity 43492826 BASF EXC
OPPFTS Draft Guidellne 81-1 Acute oral toxicity 43492827 BASF EXC
* @ * Sae
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Signatura o~ Hame and Title Date
rs
ﬂ@ﬂf’ g W William R. Goodwine April 22, 2002
EPA Form B570-35 (9-97) Electronic and Paper versions available. Submit ondy Paper version, Agency Intemal Uise Copy
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Form Approved OMB No. 2070-0060

Y UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
S 401 M Street, S.W.

WASHINGTON, D.C. 20460

Paperwork Reduction Aet Notice: The putlic reporting burden for this collection of information is estirmated to average 0.25 hours per response for registration aclivities and 0.25 hours per response for
reregistralion and special review activities, including Sme for reading the instructions and complating the necessary forns.  Send comements regarding the burden estimale or any ather sspect of this collection of
information, including suggestions for reducing the burden fo: Divector, OPPE Information Managemeant Division (2137), U.S. Environmental Protection Agency, 401 M Streat, S.W., Washington, DC 20460. Do not
send $he form to this addnass.

DATA MATRIX
Date Apiii 22, 2002 EPA Reg No./Fike Symbol 43813 Paged of 16
Applicanl's/Registrant’s Name & Address Product
Janssen Phamacsutica, 1125 Trenton-Harbourton Road, Titusvills, NJ 08560-0200 ECONEA Technicat
Ingredient R107894 Chronic Toxicity
Guidekine Refarence Number .{ Guidelina Study Name MRID Number Subdbmiter Staius Note
OPPTS Guideline 870.4100 {83-11) Chirgnic loxicity 43492834 BASF EXC
OPPTS Guideling 870.3700 (83-3a) Prenatal developmental toxicity study 42884202 BASF EXC
OPPTS Guideling 870.3700 {83-3a) Prenatal developmantal toxicity study 42770221 BASF EXC
OPPTS Guidetine 870.3800 (83-3b) Prenatal developmenta) toxicily study 42770222 BASF EXC
OPPTS Guidelino 870.4200 (83-4} Reproduction and ferility effects 43492835/36 BASF EXC
OPPTS Guidaline 870.4300 (83-5) Combined chronic toxicityicarcinogenicity 43492837 BASF exc
> @ ® 600
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s e av L3
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2.2 0. b.J &
L) [J () » "y e L4
Signature L - Name and Teia Date
m/l /é Wk/ William R. Goodwine April 22, 2002
EPA Form B8570-35 {3-07) Eleclronic and Paper varsions avadable. Submit only Papar version. Agsnty Intemai Use Cony
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Py Form Approved OMB No, 2070-0060
&3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\J 401 M Street, S.W.
WASHINGTON, D.C, 20460
Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response for registration activiies and 0.25 hours per response for
raregistration and special raview aclivities, inciiding time for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspact of this collection of
information, including suggastions for reducing the burden to: Directos, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DT 20480. Do not
send the fofm {0 this address.
DATA MATRIX
Date Apil 22, 2002 EPA Reg MNo.fFiés Symbol 43813 Pagab of 16
Appheant's/Registrant's Name & Address Prodjuct
Janssen Phanmacautica, 1125 Trenton-Harbourton Road, Titusville, N 08560-0200 ECONEA Technical
Ingrediernt R107894 Mutagenlcity
Guidatine Reforanca Number Guidaline Study Name MRID Number Submitier Stlatus Mote
CPPTS Guidslire 870.5100 (84-2) Bacterial reverse mutation test 42770223 BASF EXC
CPPTS Guidsling 870.5300 (84-2} In viro mammalian cel gene mulation lest 42770224 BASF EXC
OPPTS Guideline 870.5300 (84-2) Iy vitro mammalian cell gene mulation test 43187601 BASF EXC
DPPTS Guideline 870.5375 {84-2) In vitrc mamenaltan chromosome aberration lest 43492839 BASF EXC
OPPTS Guidetine B70.5375 {84-2) I vitre mammalian chromosome abamration lest 43492843 BASF EXC
QPPTS Guideline 870.5335 (B4-2) Mammatiar erythrocyte micronuciaus lest 43187602 BASF EXC
OPPTS Guideline 87053395 {84-2) Mammalian erythrocyte micronuclous test 42770225 BASF EXC
OPPTS Guldeling 870,5550 (84-2) Baclerial DNA damage or repair tests 42770226 BASF EXC
* @ * o8
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* & b @ *e
* o b @ &
L e WOV
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L ] . & -
i A2 0 4 L
- - .
Signature " /? N Name and Title Date
W ; . Mo%«/ Whiiam R. Goodwine Apeil 22, 2002
EPA Form 8570.35 (3-97) Elecironic and Paper versions avaiiable. Submit only Paper version. Agency Intermat Use Copy
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o, Form Approved OMB No, 2070-0060

&

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden foc this colisction of infirmation is estimated o average 0.25 hours per responsa for registraton activiies and 0.25 hours par responss for
reregistration end special review acivities, ciuding time for reaiing the instructions and complatiry) the necessary forms. Send comments regarding the burdan estimale or eny other aspect of this collection of
infonmation, inckuting Suggestions for reducing the burden to; Director, OPPE Information Managament Division (2137}, U.S, Environmental Protection Agancy, 407 M Street, S.W., Weshirglon, DC 20460, Do not
send the form to this pddrass.,

DATA MATRIX
Date April 22, 2002 EPA Rog NoFila Symbd 43813 Paga? of 16
Applicant's/Regisirant’s Name & Address Product
Janssan Phamaceutica, 1125 Trenton-Harbaurlon Road, Titusvile, NJ 08560-0200 ECONEA Technical
Ingredient  R1078%4 Metabolism
Guidoling Refererca Number Guldatine Study Name MRIC Number Submitter Status Note
OPPTS Guideline 870.7485 (85-1) Metabolismand pharmacokinetics 43492844 BASF EXC
P " b0
22 k. d L 2
eoae .o L)
.« & b o LEd
e & @ o »
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- L] — L] . .!;h_J_: L «v : : t ] =
Sipnature . - Name end Tiie Date
. W_/ Wiliam R Goodwine April 22, 2002

EPA Form 8570-35 (9-97) Electronic and Paper versions available, Submit only Paper version. Agency tntermal Use Copy
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Form Approved OMB Ne. 2070-0060

Y UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(&) 401 M Street, SW.

WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reposting burden for this collection of information is estimated ta average 0.25 hours per response for registralion aclivities and 0.25 hours per response for
reregistration and special raview achvities. inckuding time for reading the instructions and completing tha necessary forms. Send comments regaeding the burden estimate or any other aspect of this collection of
information, Inciuding suggastions for reducing the burden to: Director, OPPE Information Management Division (2137), U.S. Enviconmental Protection Agency, 401 M Street, S.W., Washington, DC 20480, Da mt
send the form 10 this addrass,

DATA MATRIX
Date April 22, 2002 EPA Reg NoJ/File Symbol 43813 Page8 of 16
Applicant's/Reyisirant's Name & Address Product
Janssen Pharmaceutica, 1125 Trenton-Harbourton Road, Titusville, Nt 08560-0200 ECONEA Technical
Ingredient  R107894 Eco-Toxicity - Parent Compound R107894
Guidgline Reference Number Guideline Sludy Name MRID Number Submitter Status Note
OPPTS Guidatine 850.1075 Fish acute toxicity test, freshwater Rainbew Trout Janssen Pharmaceulica Ine. OWN
OPPTS Guideline 850.1075 Fish acute toxicity test, freshwater Bluagill Janssen Phammaceutica Inc. OWN
OPPTS Guidabne 850.107% Fish acuta loxkity lesl, marne Janssen Pharmaceutica Inc, OWN
OPPTS Guideling 850.1010 Aquatic inveriebrate acute tox, tast, freshwater daphnids Janssén Pharmacautica Inc. OWN
OPPTS Guidaline 850.1025 Oyster acule toxicity test (shell deposition) Janssen Pharmaceutica Ine. OWN
OPPTS Guideline 850,1035 Mysid acute toxiciy test Jansseén Phamacsulica Inc, OWN
OPPTS Guidatina 850.1400 Fish early-kfa stage loxicity test - marine Janssen Phammaceutica Inc. OWN
OPPTS Guideline 850.1300 Paphnid chronic (oxicity lest Janssen Pharmacaulica Inc. OWN
OPPTS Guideline 850.135¢ Mysld chronic foxicity test Janssen Pharmaceutica tnc. OWN
OPPTS Guldaline 850.1735 Whola sadiment etite toxicity investebrates, frashwater Janesen Pharmacsulica ing, OWN
OPPTS Guldsline 850,740 Whole sedirmant acute toxicity Invertebrates, mating .. s oo Janssan Phamaceutica nc. OWN
L)
Guideline 71-1(a) Avian single dose LOSO tast - Maliard Duck '3 bigoam BASF £xC
L J LA R A 4 J
Guidekne 71-1(a) Avian singls dose LDSD test - Bobwhite Quak 43492808 BASF EXC
L L 2 -.- . B _A.. ... .'.
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Signatura 3 - ~ Nama and Titie Cate
W : - W"/ Witiam R. Goodwine Apell 22, 2002

EPA Form B570-35 (8-97) Elactronic ang Paper versians avaiable, Submit onty Paper version,

Agency Internat Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W,

WASHINGTON, D.C. 20460

Form Appeoved OMB No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this coltection of irformation is estimated to average 0.25 hours per nesponse for registration activibes and 0.25 hours per response for
reregistration and spacial review aclivibes, inctuding time for reading the instructions and complating the nacessary forms. Send comments regarding the burden estimata or any other aspect of this collection of
information, including suggastions for reducing the burden to: Director, OPPE tnformalion Management Divislon (2137}, U.S. Environmental Prolection Agency, 401 M Streat, S.W.. Washington, DC 20460. Do not

serxd the form to this address.
DATA MATRIX
Date April 22, 2002 EPA Reg NoJFile Symbol 43813 Paga9 of 16
Applcant's/Reqistrant's Name & Address Product
Janssen Pharmaceutica, 1125 Trenlon-Harbourion Read, Titusville, N4 08560-0200 ECONEA Technical
Ingredient R107894 Eco-Toxicity - Metabolte CL 325,195
Guideling Reference Number Guideline Study Name MRID Number Submitter Status Note
OPPTS Guldeline B50.1075 Fish acute toxicity test, freshwater Ralnbow Trout Janssen Pharmaceutica Inc. OWN
OPPTS Guideiina 550.1075 Fish acute toxicity tast, marine Jénssan Pharmaceutica Inc, OWN
OPPTE Guidaline 8501025 Ovyster acuta toxicity test (shell deposition) Janssan Pharmaceutica Ing. OWHN
OPPTS Guideline §50,1035 Mysid acute toxicity last Janssen Phammacautica Inc. OWN
OPPTS Guidaling 350.1400 Fish early-life siage toxicity les] - freshwaler Janssen Pharmaceutica n. OWN
OPPTS Guidsline B50.1400 Fish parly-life stage toxkity lesl - maring Janssan Pharmaceutica fne, OWN
OPPTS Guidelina B50.1300 Daphnid chroric toxicity fest Jangsen Phammacautica Ing, OWN
QOPPTS Guidaline 850.1735 Whote sediment acute loxicity invertebrates, frashwater Janssen Phamaceautica ng, OWN
OPPTS Guidoline 550.1?40 Whole sedimant acuta toxicity invertebrates, maring Jansean Phammaceutica ng. OWN
Guidsiine 72-1 Fish toxicity test - freshwater - BlusGil 44452617 BASF EXC
Guldsline 72-2 Aqguatic invertebrate acule fox test, freshwater daphniq.is o | 44458638 BASF EXC
Guidsline 71-1(a} Avian singla dose LS50 Matiard Duck E'E Rfaaszmge BASF EXC
Guideline 71-1(a} Avilan single dose LD50 Bobwhite Quail * 4:455:11 BASF EXC
amc e ooa e 8 je
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- als = o 2.4 9
Signature * © P " Nameand Tite Date
Mh /(, %Mﬂfm/’ Wiliam R. Goodwine April 22, 2002
EPA Form B570-35 (9-97) Electronic and Paper versions available. Submit only Paper version. Agency intemat Use Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

401 M Straet, S.W.

WASHINGTON, D.C. 20460

Form Appeoved OMB Ne. 2070-0060

Paperwork Reduction Act Notica: Tha public reporng burdaen for this collection of inforrmation is esbmated to average 0.25 hours per response for registration activities and 0.25 hours per response for
raregistration and special review aclivities, including time for reading the instructions and complating the necessary forms. Sand commants regarding the burden estimate or any other aspect of this coflection of
information, including suggastions for reducing the byrden to; Direclor, OPPE Information Management Division (2137), U.5, Ervironmental Prolection Agency, 401 M Streat, 5W., Washingten, DC 20460. Do not

send the form to this address.
DATA MATRIX
Dute Apri22, 2002 EPA Reg No/Fie Symbol 43813 Page 100t 16
Applicant’s/Registrant’s Nama & Address Product
Janssen Pharmacautica, 1125 Tranton-Harbourton Road, Titusvile, NJ 08560-0200 ECOMNEA Technical
Ingrediant R 07894 Eco-Toxicily - Metabolite CL 322,250
Guidetine Reference Numbar Guideline Study Name MRID Numbser Submitter Stalus Note
OPPTS Guidelina 850.1075 Fish acule loxicity lesl, freshwalsr and Rainbow Trout Janssen Pharmaceutica Inc. OWN
OPPTS Guldsline §50,1075 Fish acuta loxkity lest, freshwaler and Bluegil Janssen Pharmaceulica Inc. OWN
OPPTS Guideline B50.1075 Fish acule toxkcity lest, freshwaler and marins Jarssen Pharmaceulica Inc. OwWN
OPPTS Guideling 850.1010 Aquatic invertsbrate acule lox lest, freshwater daphnids Janssen Pharmacautica Inc. OWN
QPPTS Guidetine 850.1025 Oyslar acute toxlcity tes] {shall deposiiion) Janssen Pharmaceutica Inc. OWN
OPPTS Guidefine 850,1035 Mysid acuta loxicity tast Janssan Pharmmaceutica Inc. OWN
OPPTS Guideline 850.1400 Flsh early-iife stags toxicity tesl - freshwater Janssen Pharmaceulica Inc. OWN
OPPTS Guideline 850.1400 Fish early-fifa stage loxicity tast - matine Janssan Pharmacautica Inc. OWN
OPFTS Guideling 850,1300 Daphnid chronic toxicity test Janssan Pharmaceulica Inc. OWN
OPPTS Guidaline 850.1735 Whote sedimenl acule loxicity inveriobrates, trashwater Janssen Pharmaceutica Inc. OWN
OPPTS Guideline 550.1740 Whole sedmmla towicity invertebrales, marine Janssen Pharmaceutica Inc, OWN
0 - . o: .
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Signature Name and Tithe Date
% - Wﬂf Wiliam R, Goodwine April 22, 2002

EPA Form 8570-35 (997} Electronic and Paper versions avaiable . Submi ondy Paper versioa.

Agency Intemnal Usa Copy
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
401 M Street, S.W.

WASHINGTON, D.C. 20460

Form Approved OMB No. 2070-0060

FPaperwork Reduction Act Notice: The public reporting burden for this collection of information s estimatad to average 0.25 hows per responsa for registrafion activifies and 0.25 hours per response for
reregistration and speclal review aclivities, Including tlime for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this cotiechion of
information, kscluding suggestions for reducing tha burden to: Direclor, OPPE information Managemant Division (2137), U.S. Environmentat Profection Agency, 401 M Streat, S.W., Washington, DC 20460, Do not

send the form 1o this address.
DATA MATRIX
Date April 22, 2002 EFA Reg NoJFile Symbol 43613 Page 11of 16
Applicant's/Registrant’s Name & Address Product
Janssen Pharmaceutica, 1125 Trenton-Harbourion Road, Titusville, NJ 08560-0200 ECONEA Techiicat
Ingredient  R107894 Eco-Toxicity - Matabolite CL 322,248
Guldetine Reference Number Guideline Study Name MRID Number Submitter Stalus Note
DPPTS Guidetine 850.1075 Figh acute toxicity 1est, Rainbow Troul Janssen Pharmaceutica Inc. OWN
OPPTS Guideline 650,1075 Fish acute 1oxicity lest, Bluegil Janssen Pharmaceutica Inc, OWiN
OFPTS Gutdeline 850.1010 Acute invartebrate acute 10x, tast, frashwater daphnids Janssan Pharmaceutica tnc, OWN
OPPFTS Guidekine 850.1300 Daphrid chronic toxicity test Janssen Pharmacautica tne. OWN
QPPTS Guideline 850.1735 Whola sedimen! acute loxicity invariebrates, frashwater Janssen Pharmaceutica tne, OWN
OPPTS Guideline 850.1740 Whole sedlment acite loxichy thvertebrates, manne Janssen Pharmaceulica Inc. OWN
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Signahire [ Name and Thie Dale
W William R, Goodwine Aprit 22, 2002
EPA Form 8570-35 {9-97) Electronic and Pnper versions avadable. Submit only Papar version. Agancy tntemat Use Copy
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. Form Approved OMB No, 2070-0060
&‘s UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\..J 401 M Street, S.W.
WASHINGTON, D.C. 20460
Paparwork Reduction Act Notice: Tha pubiic reporiing burden for this collection of information is estimaled to average 025 hours per responsa for registration activities and 0.25 hours per responss for
reregiskration and special review activities, including time for reading the instructions and complating the necessary forms. Send comments reganding the burden estimate or any other aspect of this collection of
Information, including suggestions for redyucing the burden to: Director, OPPE Information Management Division (2137}, U.S. Envirenmental Peotection Agency, 401 M Streat, S.W., Washington, BC 20460. Do not
send the form to this addmess.
DATA MATRIX
Date April 22, 2002 EPA Reg No fFiie Symbol 43813 Page120f 16
Appiicant's/Registant's Name & Address Product
Janssen Pharmaceutica, 1125 Trenton-Harbourton Road, Titusville, NJ 08560-0200 ECONEA Technical
Ingrediant R107854 Piant Protectlon/Non-Target Plants/Parent Compound R107894
Guidekng Reference Number Guideling Study Name MRID Number Submitier Status Noter
OPPTS Guideline 850.4100/4225 Temestrial plant toxicity, Tier 1 (seedling emargence} Janssen Pharmaceutica Inc. OWN
OPPTS Guldeling 850.4400 Aquatic plant lox tast using Lemna spp. Tiers | and I Janssen Pharmaceulica, Ing. OWN
OPPTS Guideling 850.5400 Algal toxicity, Tiers | and || - Raphidocalis Janssen Pharmaceutica Inc, Own
OPPTS Guldeline 850.5400 Algal texicity, Tiers | and ll - Skeistonema Jansssn Pharmaceutica Inc. OWN
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Signaturs . E - Name and Thia Date
- Sl i tone Wiiam R. Goodwine Apeil 22, 2002
EPA Form 8570-3% (9-97) Electronic and Paper versions avaliable. Submit ondy Paper version. Agency taternal Use Copy




Forrn Approved OMB No. 2070-0050

=) UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(=) 401 M Street, SW,

WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated fo averags 0.25 hours per response for regisiration sciiviies and 0.25 hours per rasponse for
reregistration and special review achivities, including ime for reading the instructions and completing the necessary forms. Send comments regarding the burdan estimale or any other aspect of this cotlection of
Information, fciuding supgestions for reducing the burden to: Director, OPPE Information Afanagament Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washinglon, DC 20460, Do not
send the form to this address.

DATA MATRIX
Dala April 22, 2002 EFA Reg NoJFike Syimbol 43813 Page 13of 16
Applican{s/Rogistrant's Name & Address Product
Janssen Pharmacautica, 1125 Trenlon-Harbeurton Road, Titusvilla, NJ 08560-0200 ECOMNEA Technicat
Ingredient Rt07594 Plant Protection/Non-Target Planis/Melabolite GL 325,195
Guideine Refarenca Number Guideline Study Name MRID Number Submitter Status Note
OPPTS Guidaling 850.4400 Aquatic plant tox 1es1 using Lamna spp. Tiers | and I Janssen Pharmacautica Ing. OWN
OPPTS Guidetine 850.5400 Algal toxicity, Tiers | and I - Raphidocelis Janssen Pharmmaceutica Inc. OWN
OPPTS Guidaking 850.5400 Algal toxicity, Tiors t and It - Skelatonema Janssen Pharmaceutica Inc. Owh
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Signahune . - Nama anc Tite Date
W /é W,_/ Wiliam R. Goodwine Agril 22, 2002
EPA Form 8570-35 (3-37) Elecironic ard Paper versions available, Submit only Paper version. Agency intemnal Use Copy
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prr Foem Approved OME Ne. 2070-0060
&3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\./ 404 M Street, SW,
WASHINGTON, D.C. 20460
Paparwork Reduction Act Notice: The public reporting burden for this collection of information is estimated lo average 0.25 hours per responsa for registration actviies and 0.25 hours per response for
reregistration and speciaf review aclivities, including ime for reading the instructions and completing he necessary forms. Send comments regarding the burden esbrmale or any other aspact of this coltection of
iformation, including suggestions for reducing the burden io: Director, OPPE information Management Division (2137), U.5. Envirormental Protection Agency, 401 M Street, S W., Washington, DG 20450. Do not
send the form to this sddress.
DATA MATRIX
Data April 22, 2002 EPA Reg No/File Symbol 43813 Paga 14cf 16
Applicanl's/Registrant’s Name & Address Product
Janssen Phamacaytica, 1125 Trenlon-Harbourion Road, Titusvilla, NI 08560-0200 ECONEA Tochnical
! ingredient R107854 Plant Protection/Non-Target Plants/Matabolile CL 322,250
3
] Gukdelne Reference Number Guidetine Study Mama MRID Numbsar Submitter Stalus Hote
OPPTS Guidaline 850.4400 Aquatic plant tex tost using Lemna spp. Tiers { and il Janssen Pharmacsutica pc. OWHN
QPPTS Guideline 850.5400 Algal toxicity, Tiers | and I} - Rephidocalis Janssen Phameaceutica Ing, OWN
OPPTS Guldefine 850.5400 Alga toxicity, Tiers | and [l - Skeletonema Janssen Pharmaceutica Inc, CWN
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L. ] ]
[ XX [T L]
* & & @ *e
* o & @ »
*w : L J L 1) : L ] N L L J
LA 2 L - s o
- L ] p ¢ = * o 9 *h & @
» & N 2.0 9 b 2 B9
- - L ] [] LX) -
Signature W - - Nama and Title Date
4%5?7! - W Wilkam R. Goodwine , Apri| 22, 2002
EPA Form 8578-35 {9-97) Eleclrorsc and Paper versions avekable. Submit only Paper vecsion. Agency intamal Use Copy
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@1 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(./ 401 M Street, S.W.

WASHINGTON, B.C. 20460

Foem Appraved OMB No. 2070-0080

Paperwork Reduction Act Notice: The pubfic reporiing burden for this collecsion of information is estimated to average 0.25 hows per responsa for registration activifies and 0.25 hours per rasponss for
rereqistration and spacial raview activities, Incluging ima for reading the instrucions and complating the necessary forms. Send comments regarding the burden astimate or any other aspect of this colisction of
formation, ncluding suggestions for reducing tha burden to: Director, OPPE Information Managaemant Division {2137), U.S. Envitonmental Protection Agency, 401 M Street, S.W., Washington, BC 20460. Do not

sond fha form to this address.
DATA MATRIX
Bate April 22, 2002 EPA Reg No./Fie Symbol 43813 Paga 1501 16
Applicant’sfRegistrant's Name & Address Product
Janssan Pharmaceutica, 1125 Trenlton-Harbourton Road, Titusville, NJ 08560-0200 ECONEA Technical
Ingrediert  R107864 Plant ProtectionMNon-Target Plants/Metabotile CL 322,248
Guidaline Reference Number Guidgkine Study Name MRID Number Submitier Status Nole
OPPTS Guideline 850.4400 Aquatic plant tox Jest using Lemna spp. Tiers t and |l Janssen Pharmaceutica Inc. OWN
OPPTS Guidekne §50.5400 Algal Jaxicity, Trers | and |l - Raphidocslis Janssen Pharmacsulica Inc, OWN
OPPTS Guidaking 850.5406 Algal koxicity, Tiers | and |l - Skeletonerma Janssen Pharmaceulica Inc. OWN
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Signatura . ~ Narna and Titie Date
Mm . Wk—/ William R, Goodwine Apeit 22, 2002

"EPA Form 857035 (8-97) Eloctroruc and Paper veorsions avaiable. Submit omy’ﬁep« VErBIon.

Agoncy tntemal Usie Copy
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#orm Approvad OMB No. 2070-0080
ﬁz} UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

(,,,/ 401 M Straet, SW.

WASHINGTON, B.C. 20460

Paperwork Reduction Act Notlce: The public reporting burden for this coltaction of informstion is eatimated o average 0.25 hours por msponse for registration activities and 0.25 hours per responss for
reregistration and spacial review belivilies, inciuding time for reading the instructions and completng the necessary forms. Seexd comments regarding the burdan estiinate or any other aspect of this collection of
information, including suggestions for reducing the burden to: Director, OPPE Information Management Division {2 137), U.S, Environmental Protaction Agency, 401 M Street, S.W., Washlngton, OC 20480. Do nat
send the form o this address,

DATA MATRIX
Date Apri 22, 2002 EPA Rey) No./File Symbol 43813 Page 160f 16
Applicants/Registrant's Name & Addrass Product '
Janssen Pharmaceulica, 1125 Treslon-Harbourton Road, Thusville, NJ 08560-0200 ECONEA Techrical
Ingredient R1078%4 Occupational Exposure
Guideline Raference Number Guidefina Study Name MRID Mumbaer Submitter Status Note
OPPTS Draft Guideline Serles 675 Occupational 8xpasure assassments Janssen Phacmacaubca Inc, OWN
e ¢ R e
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Signalwe - / ~ Name and Title Date
/%9741; L. M& P : Witiam R. Goodwine Aprit 22, 2002
EPA Form 8570-35 (8.97) Electronic and Paper versions avaiable. Submit only Paper version, Agency Intemnal Use Copy
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. Form Approved OMB No. 2070-0060
&i UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\_/ 401 M Stroet, SW,

WASHINGTON, D.C. 20460

Paparwork Reduction Act Notica: The public reporfing burden for this collechion of information Is estimated to average 0.25 howrs per rasponsa for regisiration activiies and 0.25 hours per responsa for
reregistration and spacial review achvities, Including time for reading the Instructions and completing the necessary foems. Send comments regarding the burden estimate or any other aspect of this collection of
hmmﬁun, including suggestions for reducing the burden to: Diredior, QPPE information Managemeant Divigion (2137), 1.5, Environmenta! Prolection Agency, 401 M Sireat, S.W., Washingion, DC 20460, Do not
send fhe form to this address.

DATA MATRIX
Date Agpri 22, 2002 EPA Reg Mo/Fike Symbol 43813 Pagel of 16
Applicant's/Registrant's Nama & Address Product
Janssen Pharmaceytica, 1125 Trenlon-Harbourton Road, Tiusvitle, MJ 08560-0200 ECONEA Techrical
ingredient R107854 Product Chaenistry
Guigeline Referenca Number Guidekna Study Name MRID Mumber Subrmitter Status Nots
o o Janssen Pharmaceytica Ing. OWN
Janssen Pharmacautica Inc. OWN
Janssen Fharmaceulica inc., OWN
| Janssen Pharmaceutica inc. OWN
Janssen Pharmacevia inc. OWN
Janssen Phamaceutica inc. OWN
} Janssen Pharmaceutica tnc. OWN
| tanssen Pharmaceutica tnc. OWN
i Janssen Pharmaceutica inc. OWN
| fanssan Pharmaceiztica inc. OWN
s 2" { Janssen Prarmacsutica inc. OWN
e L4 . [
HE R R i| Janssen Pharmaceulica inc. OWN
L] al 98 i
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: L N S . N S ol
Signature . u Name and Tile Dale
%ﬂ /éj W,‘_’/ William R, Goodwine Apri 22, 2002
EPA Form B570-35 {9-97) Elecironic and Paper versions available. Submil only Paper version. Agency internat Use Copy




PGy Feorm Approved OMB No. 2070-0060
@3 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
oy 401 M Stroet, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: Tha public reporting urden for this collection of information 1s estimated bo average 0.23 hours per response for registration sctiviies and 0.25 hours per response for
mereglstration and special review activities, including thne for reading the instructions end completing the necessary forms. Send comments regarding the burden estimate or any other espect of this coliection of
information, Including supgestions for reducing the burden tor Direclor, OPPE Information Management Division (2 137), U.5. Environmentat Protaction Agency, 401 M Street, 3.W., Washington, DC 20460. Do not
sard the fomn to this address.

DATA MATRIX
Date Aprit 22, 2002 EPA RegNoJ/Fia Symbol 43813 Paga2 of 16
Applicant’s/Registrani's Nama & Address Product
Janssen Pharmacsutica, 1125 Trenton-Harbourion Roed, Tihusvike, NJ 08560-0200 ECONEA Technical
Ingtedient  R107894 Environmenitat Fale
Guideling Reference Number Guideling Study Name [ MRID Numbaer Submitter Status Mole
Janssen Pharmaceutica Ing. OWN
Jansgen Pharmacayutica inc. OWN
Jangsen Phamaceutica inc, OWN
. Janssan Pharmacsutica tnc. OWN
Y
3 Janasen Pharmaceulica Inc. OWN
: Jangsan Pharmacaulica inc. OWh
ph
.}5 Jansaan Phermmaceutica Inc. OWN
? Jinssen Pharmaceutica ing, OWN
3
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W - Wiliam R, Goodwing Aprit 22, 2002
) EPA Form BST0-35 (9-97) Electronic and Paper versions avakable, Submit only Paeper version. Agency Intornat Use Copy
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Form Approved OMB Mo, 2070-0060

(@; UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
2, 401 M Stroet, S.W.

WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: ‘The public reporting busden for this collection of information is estimaled 1o svarage 0.25 hours per rasponse for regisiration aciivities and 0.25 hours per rasponse for
raregistralion and spacial mviaw sclivities, including time for reading the instructions end completing tha necessary forms. Sand comments reganding the burden estimats or any other aspect of s collection of
information, including supgestions for reducing the butden io; Direclor, OPPE Infarmation Management Division {2137), U.S. Envionmental Protection Agency, 401 M Streat, S.W., Washington, DC 20460. Do not

sand the form {0 this address.
DATA MATRIX
Date Al 22, 2002 EPA Rog No./Fia Symbol 43813 Pogad of 16
ApplicanlsRegistrani's Name & Address Product
Janagen Pharmaceuiica, 1125 Tranton-Hasbourton Road, Titusvike, NJ 0B560-0200 ECONEA Technical
ingredient  R107884 Acute Toxicology
Guidelinre Reference Number Guideling Study Nama MRIO Nurber Submitter Stas Mot
o o Janssan Pharmmnaceutica Inc. OWN
Janssen Pharmaceutica tnc, OWN
.1 Janssen Pharmaceutica Inc, OWN
Janssen Phamacaulica Ine. OWN
Janssan Pharmacsutica tnc. OWN
BASF EXC
BASF EXC
BASF EXC
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Siemature ) “ MHamsa and Title Date
W / pp%yffxn/ Wiliam R. Goodwine Agpiil 22, 2002

EPA Form 8570-35 {5-97) Electronic and Paper versions avatable Submit only Peper version,

Agency Internal Use Copy
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. Form Appraved OMB No. 2070-0060
&\, UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\-J“ 401 M Streat, S.W.

WASHINGTON, D.C, 20460

Paporwork Reduction Act Notice: Tha public reporting burden for this collecton of Information is estimated to averaga 0.25 hours per response for regesiration activities and 0.25 hours par response for
rerogistration and speciaf review activites, including time for reading the instructions #nd completing the necessacry forms. Send commeats regarding the burden estinate or any other aspect of this collection of
infoemation, indluding suggestions for reducing the burden to: Divector, OPPE Information Management Bivision {2137), LS. Environmentat Protection Agancy, 401 M Street, S.W., Washington, DG 20460, Do nct
sand the form to this address. "

DATA MATRIX
Date Aprif 22, 2002 EPA Reg No/File Symbol 43813 Pagad of 16
Applicant' siRegistrant's Name & Address Product
Janssen Pharmacealica, 1125 Trenton-Harbourion Road, THusvilie, NJ 08560-0200 ECONEA Tochnical
Ingredient  R107834 Subctironic Texlcity
Guideline Refarence Number Guideline Stxdy Name MRID Number Submitter Stalus Hota
- — ety e e e = v Py s
BASF EXC
BASF EXC
’- BASF EXC
BASF EXC
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Sagnakurn . Name and Tile Date
Wellim £ Loalpsss oo o
EPA Form B570-35 (8-97) Electronic and Paper versions avadable. Subwmit onty Paper version. Agency Internai Use Copy
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gy . Form Approved OMB No. 2070-0060
@‘ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
o , 401 M Straet, S.W.
WASHINGTON, D.C. 20480

Paperwork Reduction Act Notice: Tha public reporting burden for this collaction of Information s estimated 1o sverage 0.25 hours per response for registration activities snd 0,25 hours per respongs for
rareglstration and spacial reviaw sctivites, Inchuding time for reading the instructions and complating tha necesssry fxms. Send comments rdgarding tha burden ostimate or any other aspact of this collection of
information, inciuding suggestions for raducing the burdes to: Direcior, OPPE Information Management Division (2137), U.S. Envienmental Prolection Agency, 401 M Street, SW., Washington, DC 20480. Do nct
serxi the form to this address, :

DATA MATRIX
Dale Aprii 22, 2002 EPA Reg No/Fiia Symbal 43813 Paga5 of 18
Applican!'s/Registrant's Nama & Address Product
Janssen Pharmaceutica, 1125 Tremon-Harbowrton Road, Titusville, Ny 08560-0200 ECONEA Technical
Ingredient R107834 Chronic Toxicity
Guidaling Raferenca Number 1 Guxdekne Study Name MRID Number Submittar Status Nota
) BASF EXC
BASF EXC
| BASF EXC
| wasF EXC
BASF EXC
BASF EXC
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Signatura N ~ Nesme and Thie Date
W"U /e M&W William R. Goodwine Ape 22, 2002
EPA Form 6570-35 (9-07) Elactronic and Paper versions avilabia, Submit only Paper version. Agency intemal Use Copy




=) / UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
=/ 401 M Streat, S.W.

WASHINGTON, D.C. 20460

Form Approved OMB No. 2070-0060

Paperwork Raduction Act Notica: The public reporting turden for this coflection of Information ks estimatad to average 0.25 hours per response for registration activities and 0 25 hours per respoase for
reregistration and gpacial raview sctivities, Including time for reading the instructions and completing the necessary forms, Send comments regarding the burden ostimete or any other aspect of this collection of
information, inchuding suggestions Tor resucing the durden to; Director, OPPE Information Management Division (2137}, U.S. Environmental Protection Agency, 401 M Street, S.W., Wasm\gton DC 20460. Do not

sand tha form to this address.
DATA MATRIX
Date Api#t 22, 2002 EPA Reg NoJFie Symbol 43813 Papeb of 16
Applicanis/Registrant’s Nema & Axirass Proderct
Janssen Phannaceutica, 1125 Trenton-Harbourion Read, Titusvilke, NJ 08560-0200 ECONEA Technical
Ingrodient R107894 Mutaganicity
Gukdeline Reterance Number Guideline Study Name MRID Numbar Submitter Status Note
DO N i BASFE EXC
BASF EXC
i| BASF EXC
BASF EXC
BASF EXC
’ BASF EXC
BASY EXC
BASF EXC
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[ X 1] -e - <
Te s !
- -w OBE
- - RS E-EE i
- " w L _ : : [ ] l: - :
Signatura R - " " " == [ Wamo and Tt Dats
%MB é Wl—/ Wiliam R. Goodwing April 22, 2002

EPA Fortn 8570-35 (2-97) Eiuctronic and Paper versions avadable . Submit only Paper version.

Agency Intemnal Use Copy
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o, ‘ Forrn Approved OMB No. 2070-0060
' &g UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\ 401 M Street, S.W.
WASHINGTON, D.C. 20460
Papurwork Raduction Act Notice: The pubc reporting burdan for Us callechion of informetion is estimated {o avarage 0.25 hours per response for registration activities ard 0.25 hows per response for
reregistralion and special review aciviies, including fime for reading the instructions end completing the nocessary forms. Send comiments regarding the burdan estimate or any other aspeact of this cotiection of
information, incliing supgestions for reducing the burden to; Director, OPPE informstion Management Divislon (2137), U.5. Environmental Protection Agenicy, 401 M Streel, S.W,, Washington, DC 20480. Do not
wand the form to this address,
DATA MATRIX
Dale Aprl 22, 2002 EPA Reg No/File Symbol 43813 Page7 of 16
Applicanl’s/Registrant's Name & Addresa Product
Janssen Pharmaceutica, 1125 Trenlon-Herbourton Road, Tilusville, NJ 08580-0200 ECONEA Technicat
ingradient R 107854 Melaboiism
Guldefine Reference Number Guidetine Study Name MRID Numbar | Submitter Status Note
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Signoture ¢ /( - Neme and Tis Dale
M’l - %&Mﬁn—/ witiam R. Goodwine April 22, 2002
EPA Form 8570-35 (9-97) Eiectronic and Paper vorsions avadabla. Submi only Paper versioa. Agency Infernal ise Copy
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o Form Approved OMB No, 20700060
@i . UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
g 401 M Streat, SW.
WASHINGTON, D.C, 20460
Paporwork Reduction Act Notice: The public roporting burden for this collection of Infoamation i estinated to average 0.25 hows per responsa for registration activites and 0.25 houfsper response for
reregistration and spacial reviaw activites, including time for reading the Insbuctions and completing the nacessary forms. Serd comments regarding the burden estimata or any other 2spect of this collection of
information, including suggastions for reducing the burden to: Director, OPPE Inlormation Menagement Divislon (2137), U.S. Envionmential Protection Agency, 401 M Street, S.W., Washington, DC 20460, Do not
sond the form to s addrass,
DATA MATRIX
Date April 22, 2002 EPA Reg NoJFie Symbol 43813 Page8 of 16
Applicant's/Reglstrant’s Name & Address Product
Janssen Pharmaceatica, 1125 Trenton-Marbourion Road, Tilusville, NJ 08560-0200 . ECONEA Tachnical
Ingredient R1078%4 Eco-Toxkity « Parent Compound R107884
Guideline Raference Number Guideline Study Name MRID Number Submitter Status Note
"""""""""""""""" - Janssen Phammaceutica Inc. | own
Janssan Phamaceutica Inc. OWN
Janssan Phammaceutica Inc. OWN
Janssen Pharmaceulica inc. OWN
Jansssn Pharmacasitica Inc. OWN
Jansgen Pharmacautica Inc. OWN
Janssan Pharmaceutica Inc, OWN
Janssan Pharmaceutica inc, OWN
I Janssen Phamacautica Inc. OWN
E ' Janssen Phammacauiica Inc. OWN
3 : : : '0= Janagen Phamacautica ne. OWN
' sat oo .
- ER R BASF BXC
g L] » *e ads
_j BASF EXC
i R R
L] « # @ 9 ® & 9 e @l
o " « ® & » « & @ * eie
[ ] » v . A A
Signatura S 2 . /é Z - Nane and Tite Date
William R. Goodwine April 22, 2002
EPA Form 8570-35 (9-97) Electronic and Paper versions avaiable, Suami onfy Paper version. Aganicy intemat Use Gopy :
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T . Form Approved OMB No. 2070-0060
&‘ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
{\._/ 401 M Stresf, S.W.

WASHINGTON, D.C. 20460

Paparwork Reduction Act Notlics: Tha public repoding burden for this collection of information Is estimated to average 0.25 hours per resposisa for registration aciivities and 0.25 hours per responsa for
refegistration and specist review activitles, Including tima for reading the Instructions and completing $he necessary forms. Send comments regarding the burdan astimate or any other aspect of thia collection of
snformation, including suggestions for reducing the burden to: Director, OPPE Infosmalion Management Division {2137), LLS. Envitorenental Protection Agency, 401 M Strest, 5. W., Washington, DG 20450, Do not
sand the form to this address.

DATA MATRIX
Cate Apri 22, 2002 EPA Reg NoJF#a Symbol 43512 Paga$9 of 1B
Appiicant's/Registrant's Name & Address Product
Janssen Pharmaceutica, 1125 Trenton.-Harbourton Road, Titusville, NJ 08560-0200 ECONEA Techrical
Ingradient R107884 Eco-Toxiity - Metaboiite CL 325,195
Guideline Raferonca Mumber Guideling Study Name MRID Number Submitter Status Nota
, o Janssen Pharmeceutica Ine, OWN
Janssan Phammaceutica Inc. OWN
| Janssan Pharmaceutica Ing, OWHN
Janssen Pharmacautica ine, OWN
Janssan Pharmeceutica Inc. OWN
Janssen Pharmacaitica Inc. OWN
Janssen Pharmaceulica Inc, OWN
: Janssen Pharmaceulica Inc. OWN
! Janssen Pharmacauiica nc. OWN
1 BASE £XC
2 b oeee BASF EXC
-? *hh [ X ] »
: HE - BASF : EXC
L . [ ] 0 S
! : BASF EXC
g L.X 3 ] » [ 2 X L ] L ] »
. - » . - » * P
* » - & - * »
% * & » - & & e & @
i3 . . » . . - e : LJ .
slinahre Name and Tiie Date
M&m [ William R. Goodwina April 22, 2002,
EPA Form 8570-35 (9-97) Eledtronic and Papar vorsions available. Submit only Paper version. Agency Intermnat Use Copy
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<) UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(\./ 401 M Street, S.W.
WASHINGTON, D.C. 20460

Foam Approved OMB No. 2070-0060

Paperwork Reduction Act Netice: The public repocting burden for this collaction of Information is estimated to average (.25 hours per response for registration activites end (.25 howrs per respanse for
reregistration and special review achiviies, including tima for rmading the instructions and completing the Recassary forms. Send comments regarding the bunden estimate or any other aspect of this collection of
information, mcluding suggastions for raducing the burden to; Director, OPPE Information Managerman! Division {2137}, U.5. Envirorenental Proteclion Agency, 401 M Streal, S.W., Washﬁnglnn DC 20460, Do not
send the form {g this address.

DATA MATRIX
Date Aprii 22, 2002 EPA Reg NofFile Symbol 43813 Paga 100t 16
Applicart'siReglstrant's Name & Address Product
Jenssen Phammaceutica, 1125 Trenton-Harbourton Road, THusville, NJ 08550-0200 ECOMEA Tachnical
Ingrediant R107854 Eco-Toxicily - Matabolite CI 322,250
Guideline Referenco Number Guideling Study Name MRID Number Submitter Slalus Kole
) o Janssen Pharmaceutica inc. OWN
Janssan Phamaceatica nc. OWN
Janssan Pharmacautica ne. OWRN
Janssen Pharmacedutica Inc. OWN
Janssen Pharmaceutica Inc. OWN
Janssen Pharmnaceutica b, OWN
Janssen Pharmacautica Inc, OWN
: Janssen Phammacedtica Inc. OWN
‘ Jansson Phermmaceulics inc, OWN
Janssen Phamacautica Inc, OWN
s . s ves Janssen Pharmaceuica Inc. OWN
= e 8 »
* & & » -8
* = & » L] -
3 _l ae 6P
LR 1] [ ] akd [ ] L ] -
- * 5 b * & & " & »
l * = L ] L L] . &
a & =& B * = *e & »
| . - 9 > .8 B.R A K K
[ [ LX) -
sagnawm - Hame and THia Date
W /é Wilkam R. Goodwine April 22, 2002
EPA Form 8570-35 (8-97) Eleclronlc and Paper versions avaiable, Submit only Paper varsion. Agency Internal Use Copy
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Form Approved OME No. 2070-0060

':aj‘; UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(=) 401 M Street, S.W.

WASHINGTON, D.C. 20460

Paparwork Reduction Act Notite: The public reporting burdan for this coiection of information bs estimated lo averaga 0.2% hours per response for reglstration activities and 0.25 houwrs par responge for
roregistration and spaclal review aclivities, including time for reading the instruclions and completing the necessary forms. Send comments regarding the burdan esiimata or any ofher aspect of this collection ot
indfrmation, induding suggestions for reducing the burden : Diceclor, OPPE information Management Division {2137), U.5. Envimonmental Protection Agency, 401 M Street, 5.W,, WasﬁQghﬂ.DCZMOA Do nat

send tha form to this address.

DATA MATRIX
bate Apdi 22, 2002 EPA Reg NoJFila Symbol 43313 Page t1of 16
Apphcant'sfRegistrant's Name & Address Product
Janssen Pharmaceutica, 1125 Trenton-Harbourton Road, Titusville, NJ 08560-0200 ECONEA Technical
Ingredient R1G7894 Eco-Toxicity - Melabolite CL 322,248
Guidgting Refarence Number Guldefina Study Name MRID Number Submitter Status Note
Janssan Phamaceutica Ing, OWN
Janssen Phamaceutica Ine, OWN
Jangsen Phamaceutics Inc, OWN
Janssen Phasmaceutica inc, OWN
Janssen Pharmaceutica Inc. OWN
Janssen Pharmaceutica inc. OWN
L N * *Ee
- L ] - -
LR X *e L ]
* & & & *e
* & B B L ]
. e S8
" - L X X L] L ] -
% & & * & @ * & & @
[ ] * @ L ] - ® L ] . »
L ] - & L ] - - L ] *e = =
s e .8 s 3, 2 ) .
- - [] [] LX) [3
Signatire < . Name and Tile Dale
. W.{ Wiliam R. Goodwine April 22, 2002
EPA Fom 8570-35 {5-97) Elecironic an Paper versions availabla. Submit only Paper varsion. Agency internat Use Copy
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o~ Form Appioved OMB No. 2070-0060
&‘ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(../ 401 M Streat, S.W.

WASHINGTON, D.C. 20460

Paperwork Raduction Act Notice: The public reporing burden for this colliection of information is estimated 1o average 0.25 howrs per responss for regisiration aclivides and 0.25 hours per response for
resegistration and spacial review activitias, Incuding ima for reading the instructions and complating the necassary forma. Send comments regarding the burden estimala or any other 2spect of this collection of
mformation, inciuding suggestions for raducing the burden to: Director, OPPE Information Management Division {2137], U.S. Enviconmental Protection Agency, 401 M Street, S.W., Washington, DC 20460. Do not

send tha form {o this address. .
DATA MATRIX
Date Aprid 22, 2002 EPA RegNo/Fie Symbol 43813 Page i2a1 16
Apphcant's/Registrant's Name & Address Product
Janssen Pharmaceutica, 1125 Trenlon-Harbourton Road, Titusville, NJ 08580-0200 ECONEA Technical
Ingredient R107894 Ptant ProtectioryMon-Targel Plants/Parant Compound R107894
Gisiieline Referencs Numbar Guidaline Stty Mama MRID Number Submitter Stalug Mota
. Janszen Pharmaceutica Inc, OWN
i Janssen Pharmeceutica, Inc. OWN
T Janssen Pharmaceutics Inc, OWN
[ Janssan Pharmaceutica Inc, OWN
i
|

- & a 4nd
- & Ld -
LE R L L] L]
a & & & L L]
« & & & [ ]
L] *h 20N
LEL R J L] LA R L] - L]
. & @ LI I ¢ s s
L] L - - W - LR
L " =N - 4 & 24 & &
e e e .. e . o .
Sianature ) » . * o:: r N Dete
W”‘ - Wﬂf Wiliam R, Goodwine Apil 22, 2002
EPA Form B570-35 (9-97) Electronic and Paper versions availabie, SUBMIl Only Paper version. Agency lmemail Use Copy
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Form Approvad OMB No. 2070-0060

@1 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(.....f 401 M Stroet, S.W.

WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this coection of Information is estmated o average 0.25 hours per responsa for registration schivities and 0.25 howrs per responsa for
raregistration and spocial raview activifes, inchuding tima for reading the instructions and complating tha necessary forms. Send comments reganding the burden estimate or any other aspect of this collection of
information, including suggestions for reducing the bunden o; Clrector, OPPE information Management Civision (2137), U.S. Environmnenial Proection Agancy, 401 M Sireel, S W, Waahmglon DC 20460, Do nel
send the form 1o this adddress.

DATA MATRIX
Date April 22, 2002 EPA Reg NofFile Symbol 43813 Page 13of 16
Applican!'s/Registrant’s Name 3 Address . Product
Janssen Pharmacaullca, 1125 Trenlon-Harbourton Road, Titusyilks, NJ 08550-0200 ECONEA Techaical
Ingrediend  R10TE94 Plani Protection/Non-Target Planis/Metabolite CL 325,145
Guidelina Referenca Number Guideline Study Name MRIC Number Submittar Status Mote
Janssan Pharmaceutica inc, CWN
Janssen Pharmacedutica Inc. OWN
Janssen Pharmacewtica Ine, OWN
r ” = " aaN
i " 8 L) »
LE X L2 Ld
" & & 8 L 3
L N L
L L] > BaS
L 2 1] L] aee [ ] L] *
1 L ‘ - » * = 88
L4 * 0 L - LI ]
[ ] » * I » » » a® B 9
. L) . d l L ‘ » . = .
Simah:ru Namae and Tike Date
%%@h % @%ﬁ(/ém/ Witiam R. Goodwine Apiil 22, 2002
EPA Form 8570-35 (8-97) Electronic and Paper versions avalable. Submit only Paper version. Agency intemnal Use Copy
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@1 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
— 401 M Streat, S.W.

WASHINGTON, D.C. 20450

Paperwork Reduction Act Motice: The public reporting burden for this collaction of Information is esbimated to average 0.25 hours peor response for repisiration activites and 0.25 hours per response for
reregistation and special raview activiSes, Inchding time for reading the instructions and compieting tha necessary kiemg. Send comments reganding the burden estimale or any other aspect of this coliection of
information, including sugnestions for reducing the burden to: Direcior, OPPE Information Managasnard Division (2137, U.S. Envimnmental Proteciion Ageacy, 407 M Streat, 3.W., Washingion, DC 20460. Do rx

send the form {0 this address. .

PATA MATRIX
Date April 22, 2002 EPA Reg Mo fFe Syimbol 43813 Poga 140f 16
Applicants/Registrant's Nome & Address Produci
Janssan Pharmaceutica, 1125 Trenton-Harbourton Road, Titusville, N.J 08560-0200 ECONEA Technical
Ingrediam  R107804 Plant Prolection/Non-Target Planis/Metabolite Cl, 322,250
Guilaline Reference Number Guideline Shudy Nawne MRID Humber Submitter Status Nole
" Jangsen Pharmacestica inc. OWN
[ Janssan Pharmaceutica Inc. DOWN
' Janssen Pharmaceutica Inc, OWN

L J
- - ] LA A J -»
Signature - ﬁ s Nama and Tite Date
v Wikiam R, Goodwine April 22, 2002

EPA Form 8570-35 (997} Electromic shd Paper versions avaiable . Submit anly Paper version, Agency Internal Usa Copy
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S UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
(&= 401 M Street, S.W.
WASHINGTON, D.C. 20460

Form Approvad OMB Mo, 2070-0060

Paparwork Reduction Act Notice: The public reporting burden for this coflection of information ks estimatad 0 average 0.25 hows par response for ragistrabion aciivities and 0.25 houra per response for
roregistration and special mview actvities, including tima for reading the Insbructions snd complating the netessary forms, Send comments reganding the burden estimats or any other aspact of this coliection of
information, including suigpestions for reducing the burden to; Diractor, OPPE Information Management Division (2137), U.S. Environmentsl Prolection Agency, 401 M Siroot, SW., Was!#nglon BC 20460, Do not
send the form 1o this sddress.

LATA MATRIX
Dala AprH 22, 2002 EPA Reg NoJFile Symbol 43813 Paga 150f 18
Appilcant sfRegistrant’'s Neme & Address Progduct
Janssen Pharmacautica, 1125 Trenton-Harbourton Road, THusville, NJ 08560-0200 ECONEA Technical
ingredianl  R1078%4 Piant Projection/Mon-Tanget Planis/Melabolite CL 322,248
Guideling Reference Number Guidalne Study Name MRID Number Subsmittor Status Nole
Janssan Phamacautica inc. OWN
Janssen Phanmaceulica fng, OWN
Janssen Pharnaceulica ng. OWN
- » " e
LI - -
LR 2 ) [ X ] »
. % B [ 3 )
.- " @ - -
[ ] a0 S
L X2 2 ) » [ X X [ ] » -
. - - . [ . * * * »
. B . B » . -
- = * & B *H * »
ll. .. » ...
oW
Sigraturg /g r- Nama and Title Bata
m/rn Wisiam R. Goodwine April 22, 2002
EPA Form 8570-35 (9-47) Electronic and Paper versions avalable. Submit only Paper vecsion. Ageancy intarmal Uss Copy
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S UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
k,..«' ' 401 M Stroet, S.W.
WASHINGTON, D.C. 20460

Form Approved OME No. 2070-0060

Paperwork Reduction Act Notice: The public reporting burden for this collection of information Is estimated to average 025 hours pes response for registration activites and 025 hours per response for
resegistration and specal raview aciivities, including tme for reading tha instructions and complating the necessary fomns, Send comments regarding the burden esiimate or any other aspect of this collection of
Information, inchxiing suggestions for reducing the burden to; Birector, OPPE Information Management Division (2137), U.S. Enviamenial Proection Agency, 401 M Steat, 5.W., Washington, DC 20480. Do not
sand the form 1o this address. : .

DATA MATRIX
Dale Apd22, 2002 EPA Reg NosFile Symbot 43813 Pagel16of 16
Applicant's/Registrant’'s Nams & Address Product
Janssan Pharmaceutica, 1125 Trenton-Harbourton Road, Thusvile, N D8550-0200 ECONEA Technical
ingrediant R107894 Oceupational Exposure
Guldakne Reforencs Number Guideline Study Name MRID Number Submitier } Stalus Note
Janssen Pharmaceulica knc. W
a [ - Sam
a & - -
ang [ Y ] -
a & = a [ 1 )
- 3 & B [
- &8 B8
Mame and Tile Date
Villiam R. Gootiwing April 22, 2002
EPA Form 8570-35 (8-97) Electronic 2nd Paper versions available, Submil only Paper version. Agency internal Use Copy
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PRECAUTIONARY STATEMENT
RAZARDS TO HUMANS AND DOMESTIC ANIMALS

DANGER

Fatal if swallowed. Corrosive. Causes imeveraibis sye
darmage. Do not get In eyes or on clothing. Wear
protective eyswear such as goggles, face shiek! or safety
glasses. Wash thoroughly with soap and water after
handling and before eating, drinking, or using tobacen,
Haamfd f inhaled or absorbed through the skin, Avoid
breathing dust. Avoid contact with skin, ayes, or clothing.
Ramgawve contaminated clothing and wash clothing before
reuse.

FIRST AID

¥ swallowed | -Call a poison control center or doctor
immexiately for theatment xivice.

-Have person Sip a glass of water if able
to swaliow,

-Do not induce vomiting uniess toid to do
$a by a poison controf canter or doctor.
-Do not give anything by mouth to an
QNCONSCIOUS PBrson,

-Hokd aya open and rinse slowly and
gently with water for 15-20 minutes.
Rermave contact kenses, if present, after
the first 5 minutes, then continue fnsing

¥in eyes

8yo.
-Call a poison control center or doctor for
treatment advice.

It inhataed -Move persan {o fresh air,

<t person iz not breathing, call 911 or an
ambulance, then glve artificlal
respiration, preferably mouth-to-mouth if
passible.

L a poison control center or doctor for
further treatmen! advice

fonuskinor | -Take off contaminated ciotting.
ciothing -Rinse skin kmmediately with plenty of
watar for 15.20 minutes.

-Call a potson control centsr or doctor for
beatment advice.

HOT LINE NUMBER:
Chem Trec: (800) 424-9300
Hava the product container with you when calling a
poison control centar or doctor, of for treatment
NOTE TO PHYSICIAN
Probabie mucosat damage may conaindicate the use of
| gastric lavaga.

ECONEA™

Technical

Anti-fouling Preservative

For Formulating Use Only

ACTIVE INGREDIENT:

itrile, 4-bromo-2-{p-chicrophanpl)-5-
{trifluoromatiyt) 93.2%
INERT INGREDIENTS: 6.8%

TOTAL: 100.0%

KEEP QUT OF REACH OF CHILDREN

DANGER POISON

Sae siie panel foc first aid and additionai precautionary
shataments.

EPA Reg. No.:43813-XX
EPA Est. No.: 241-MO-001

.l...
*
..l..
.
o8

.

1125 Trenton-Harbourton Road
Tiiusvilie, NJ 08580

DIRECTIONS FOR USE

it is a viotation of Fedecal iaw 0 use this praduct in 8 manner
inconsictent with its fabeling,

This product is for formulation into arti-Houling products for
control of hatd fouting omganisms. Each formulator is
respoasitle for obtzining EPA registration for their end-use
product(s).

STORAGE AND DISPOSAL
PROHIBITIONS: Do not contaminate water, food or foad by

storage and disposal.
STORAGE: DO NOT mix or stors this product or solutions of
this procuct in a manner inconsistant with is labeting,

* Pasticide wastes may be acutely hazardous.
I disposal is a viotation of Federal Law,
PESTICIDE DISPOSAL: Pesticide, mbures, of equipment
finze weters that cannot be chemically reprocessed must be
tisposes of eccording to applicable faderal, state or local
mocedues, Contact your State Pasticide or Envionrental
Control Agevxiy or the Hazardous Waste reprasontative at the
nesrest EPA Regional Offics for guidanca,
CONTAINER INSPOSAL: Complataly smpty Ener by shaking
and tapping sides and bottom to loosan Clinging particies.
Empty rosidus Into formutation equipment. Then digpoze of
finor by a sanitary landfili oc by incinaration i akowed by State
and Jocal authoriies. I bumed, stay out of smoke. If drum is
contaminated and cannet be roused, dispose of in the same
Manney,

ENVIRONMENTAL HAZARDS

Do hot discharps effuent contaming this product into (zkes,
streams, ponda, estuaries, oceans or dther waters unass in
accordanca with the requiremants of a National Poliutant
Disctiarge Elmination System (NPDES) permit and the
permiting autharity has baen notified In witing pror to
discharge. Do not discharge offftuent containing this product to
sewar systoms without previousty notifying the loca! sewage
treatment plant authority. Foe guidance cordact your Stats
Water Board or Regional Office of the EPA.

NOTICE OF WARRANTY
Janssen Pharmincautics warants that this peoduct coniums to the
chomical deacription on the labol thereof snd by bty M for purp

stated on such 3de ofily when uaad in accordance whh the Zrackons
urdiec nonmal L condiions, N 1 krpossidie %0 aiiminate s risks
nterenty ssaacintid wih the uss of thie product [nefiactiveneas of othes
mmmmmdmmum
concitions, 2 of othor , or the of usa o

spacinl or indirect damsges resulting from the usa oc heading of this
proxiuct. The Buyer ahall assums all such tisks, Jansnen
PHEIMICUEICE MAXST NO WEITENES OF MEChantabiiity of FRTvess for
a particuiar pUrpoOss or ary other sxpress 0r knplied warTanty sxcept
s stated Mdove,
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PRECAUTIONARY STATEMENT
HAZARDS TO HUMANS AND DOMESTIC ANIMALS

DANGER

Fatai if swailowed. Coirosive. Causes imevorsibia aye
damage. Do not get In eyes or on tlothing. Wear
protective ayewear such as goggles, face shield or safoty
glasses. Wash thoroughly with soap and water aftar
handing and befora aating, dinking, or using tobacco.
Harmfut f inhaled or absorbed through the skin. Aveld
braathing dust Avold contact with skin, ayes, or clothing.
Remova contaminated clothiing and wash clothing befora
reuse.

FIRST AID

if swatiowed | -Call a paison control center of docioy
immediately for treatment advice.

-Have person sip a plass Of water Hf abie
to swatiow.

Do not induce vomiting unlass Lokt to do
80 by a poison control cantar or doctor,
-00 not give anything by mauth toan
UNCONSCIOUS parsod.

-Hold eye open and sinse Slowly and
gently with water for 5-20 minutes.,
Remove contact lensas, if present, after
the firs! 5 minutes, then continue finsing
oys.

-Cali a paison control center or doctor for
treatment advice.

ifin oyes

Hinhated -Move person to fresh air,
-if person is nat breathing, cali 941 oran

ambxilance, then give artificial

~Call 2 poison control center or doctor for
furher treatment advics

respiration, preferabty mouth-to-mouth if .
possible

Honskin o | -Take off contaminated cothing.
clothing -Rinsa skin immeadiately with plenty of
water for 15-20 minutes.

-Cail a potson control center o doctor for
rsatment adwvice,

HOT LINE NUMBER:
Cham Tree: (800) 424-9300
Have the product container with you when calling a
poison control center or dactor, or golng for treatment

NOTE TO PHYSICIAN
Probatie mucosal damage may contralndicate the use of
pastiic lavane.

& L
ECONEA™

Technical

Anti-fouling Preservative

For Formulating Use Only

ACTIVE INGREDIENT;
Pymota-3-carboniirife, 4-bromo-2-{p-chicropheayl)}-5-

{tiffuoromathyl) 93.2%
INERT INGREDIENTS: £.8%
TOTAL: 100.0%

KEEP OUT OF REACH OF CHILDREN

DANGER POISON

See sida panel for firs1 ald and additional precautionary
statements.

EPA Reg. No.:43813-XX
EPA Est. No.: 241-40-001

NE‘!;Cgl'ai;ants 410 Ibs. (50 kgs)
*

. @

[ R 4

2"% 2" us

o “JANSHEN PHARMACEUTICA

1125 Trenton-Harbourton Road
Titusville, NJ 08560

. .
H

-
» [ ] - L

DIRECTIONS FOR USE

I Ris 2 violation Of Faderal law to usa this product in 3 manner

inconsistent with i labeling.
This product is for formuiation into anti-ouling products for

§ controf of hand fouling orgenisms. Each formuistor is

responatbla for obtaiing EPA reglstration for telr end-use
product(s).

STORAGE AND DiISPOSAL

| PROHIBITIONS: Do not contaminata water, food or foed by

storage and disposal,

STORAGE: DO NOT mix or stors thia product or sohutions of
this product in & manmner Inconsistant with s isbeng.
DISPDSAL® Pesticide wastas may be acuisty harsmious.
Improper disposal s a viokation of Fadsral Law.

PESTICIDE DISPOSAL: Festickis, mbchures, or aquiprment
rinso wators that cannct bo chemically reprocessed must be
disposed of accortding to appiicable fedecal, stata or local
procadures. Contact your Stata Pestickie or Enviconmental
Contral Agency or the Hazardous Waste representstive at the
nearest EPA Regional Office for guidance.

CONTAINER DISPOSAL: Compieiely empty fner by shaking
and tapping 5ides and bottom 10 Jaossen clinging particias.

| Emply resictue lnto formutation squipment. Then dispose of
Kiner In a sanitary Landfill or by incineration if aliowed by State

and local authorities. f bumed, stay out of smoks. If drum Is

f contaminated and cannot be reused, disposs of in the same
f manner.

i ENVIROMMENTAL HAZARDS

8 Do ret discharge sfiuent containing this product into lakes,
| stwams, ponds, estuaries, oceans or other walsws uniess in
¥ accordance witlht the requirements of a Nasonal Potrant

g Dizcharge Elmination System (NPDES) permit and the

panmitting authorily has been notifiad in witing prior to
discharge. Do riot discharge efffuart contalning this product to
sewer systems without previcusty notifying the local sewaga

¥ troatmant plont authonity. Foe gedancs contact your Stata
§ Water Board or Regional Office of the EPA.
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PRECAUTICHARY STATEMENT
HAZARDS TO HUMANS AND DOMESTIC ANIMALS

DANGER

Fatal if swaiiowed. Corrosive, Causes imeversible eye
damaga. Do not get In eyes or on ciothing. Wear
protective eyewsar such as goggies, face shield or safely
plasses. Wash thoroughly with soap and water after
handiing and before eating, drinking, or using tobacen,
Harmfut if inhaled or absorbed through the skin. Avold
breathing dust. Avold contact with skin, ayes, or clothing.
Remove contaminated clothing and wash ciothing before
reusa.

FIRST AID

H swaliowed | -Cal a poison control canter or dotlor
immediately for treatrnent advice,

-Have person sip a glass of watar If able
to swallow.

-Do not induce vormiting unless toid to do
S0 by a potson control center o goctor,
-Do not give anything by mouth to an
UNCoNSCIOWS Person,

fin eyes -Hokl eye open and rinse slowly and
gently with water for 15-20 minutes,
Remove contact lenses, if present, after
the first 5 minutes, then continue rinsing

syn.
Cal a poison control canter or doctor for
treatment advice,

ft inhaled -Move person to fresh air.

-Af pacgon is not breathing, cail 911 or an
ambuiance, then give artificiat
respiration, preferably mouth-to-mouth ¥
possibie,

<Calt a polson control conter or doctor for
further treatment advice

t on skin or | -Take off contaminated clothing

clothing -Rinse skin immedlately with pienty of
water for 15-20 minutes.

~Cail a poigon control center or doctor for
treatment advice.

HOT LINE NUMBER:
Chem Trec: {800) 424-9300
Hava the product container with you when calling a
poison control center o doctor, or going for fnsatrnent

NOTE TO PHYSICIAN
Probabls mucosat damage may contraindicate the use of
pastic lavage.

ECONEA™

Technical

Anti-fouling Preservative

For Formulating Use Only

ACTIVE INGREDIENT:

Pywrole-3-carbonitrile, Won'lo—i’-(p—dﬂomﬂmm-s-
{trifluoromethvi)

INERT INGREDIENTS: 6.8%

TOTAL: 100.0%

KEEP OUT OF REACH OF CHILDREN

DANGER POISON

Soe side panet for firs! aid and additional precautionary
staterments,

EPA Reg. No.:43813-XX
EPA Est. No.: 241-M0-001
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* . JANSSEN PHARMACEUTICA

1125 Trenton-Harbourton Road
THuswville, NJ 08560
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f HIRECTIONS FOR USE

fitis a viciation of Federal law to use this product in a maner
| inconsistent with #s labefing.

f This product is for farmulation into anti-fouking products for

g controd of hand fouling onganisms

{ rezponsibia for obtaining EPA registration for their end-use
j product(s}.

| STORAGE AMD DISPOSAL

i PROMIBITIONS: D0 1ot comtaminate water, food or feed by
| storage and disposal.

| STORAGE: DO NOT mix or store théis product or solutions of
§ this product it a manner inconsistent with its iabeling.

§ DISPOSAL: Pesticidn wastes may be acutaly hazardous.

. Each forrmidator is

improper disposal i & violation of Federal Law.

PESTICIDE (NSPOSAL: Pesticide, mixtures, or equipmant
finse walers thal cannot be chemically reprocessed must ba
disposed of according to appiicable federat, state or kcai

i proceduras. Contact your State Pesticide or Eavironmentai
N Control Agency or the Hazardous Wasts representative at the
§ noareat EPA Regional Offica for guidance.

CONTAINER DISPOSAL: Complataly empty Ener by shaking

k and tapping sikdes and bottom to loosen clinging particles.
f Emply residue into formulation equipmen!. Then disposs of
f liner in a sanitary tandfil or by incinaration I aliowed by State

and locai authorties. If bumed, stay out of smake. # drum

| contaminated and cannot be reused, dispose of in the same

marier.

f ENVIRONMENTAL HAZARDS

Do ot dischiarge sfwen! containing this product into lakes,
streams. ponds, astuarias, conans or other watars uniess in
accondancs with the requirements of a National Potutant
Dischargs ENmination System (NPOES) penit and the
permitting autharily has heea notified in writing prior to
dischargs. Do nat discharge effluent condaining this product to

f sewer systoms without praviousty notlfying the local sewage

troatment plant authority. For guidancs contact your State
Watsr Board or Regionat Office of the EPA.
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